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WE CLAIM: 



1 . A compound of Formula (I): 



R 2 




in which: 

5 R 1 is a group of Formula (a) or (b): 

R 5 R 9 ^ 8 R 5 R 9 

R " N ^ X ^ R" /N ^ Xl N^X^ 
R 7 R 6 R 10 R 7 

(a) (b) 

wherein: 

X 1 and X 2 independently are -C(O)- or -CH 2 S(0) 2 -; 

R 5 and R 6 are hydrogen or (Cj^)alkyl; 
10 R 7 and R 8 are hydrogen or (C^alkyl or as defined below; 

R 9 and R 10 independently are (i) (Ci^)alkyl optionally substituted with cyano, 
halo or nitro or (ii) a group selected from -X 3 NR I2 R 12 , -X 3 NR I2 C(0)OR 12 , 
-X 3 NR 12 C(0)NR I2 R 12 , -X 3 NR 12 C(NR ,2 )NR 12 R 12 , -X 3 OR 12 , -X 3 SR 12 , 
-X 3 C(0)OR 12 , -X 3 C(0)NR 12 R 12 , -X 3 S(0) 2 NR ,2 R 12 , -X 3 P(0)(OR ,2 )OR 12 , 
15 -X 3 GP(0)(OR 12 )OR 12 , -X 3 NR ,2 C(0)R'\ -X 3 S(0)R 13 , -X 3 S(0) 2 R'\ -X 3 C(0)R 13 , 

-X 3 C(0)R 14 , -X 3 C(0)OR' 4 , -X 3 OC(0)R 14 , -X 3 NR 15 C(0)R 14 , -X 3 NR 1S C(0)0R 14 , 
-X 3 C(0)NR 14 R 15 , -X 3 S(0) 2 NR ,4 R 15 , -X 3 NR 15 C(0)NR ,4 R ,s , 
-X 3 NR ,5 C(NR I5 )NR I4 R 15 , -X 4 SR 14 -X 4 S(0)R 14 , -X 4 S(0) 2 R 14 , -X 4 OR 14 , or 
-X 4 NR 14 R' 5 , wherein X 3 is (C.^alkylene, X 4 is a bond or (C,^)alkylene, R 12 at each 
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occurrence independently is hydrogen, (C,^)alkyl or halo-substituted (C,. 3 )alkyl, R' 3 
is (C I6 )alkyl or halo-substituted (C,. 3 )alkyl, R M is (C^^ycloalkyKCo^alkyl, 
hetero(C 3 ., 2 )cycloalkyl(C (W )alkyl, (C 6 . I2 )aryl(C (M i)alkyl, hetero(C 5 . 12 )aryl(C (W )alkyI, 
(C 9 _| 2 )polycycloaryl(Co. 6 )alkyl or hetero(C 8 . )2 )polycycloaryl(C (V 6) a ll { y' and R 15 is 
hydrogen or (C,^)alkyl, and wherein within R 14 said cycloalkyl, heterocycloalkyl, aryl, 
heteroaryl, polycycloaryl or heterpolycycloaryl ring optionally is substituted by a 
group selected from -R 16 , -X 4 OR 16 , -X 4 SR 16 , -X 4 S(0)R 16 , -X 4 S(0) 2 R 16 , 
-X 4 C(0)R 16 , -X 4 C(0)OR 16 , -X 4 OC(0)R 16 , -X 4 NR ,6 R' 7 , -X 4 NR ,7 C(0)R' 6 , 
-X 4 NR I7 C(0)OR 16 , -X 4 C(0)NR ,6 R 17 , -X 4 S(0) 2 NR 16 R 17 , -X 4 NR ,7 C(0)NR l6 R 17 or 
-X 4 NR !7 C(NR ,7 )NR ,6 R 17 , wherein X 4 is a bond or (C^alkylene, R 16 is hydrogen or 
(C,^)alkyl and R 17 is (Cj.^ycloalkyKCo^alkyl, hetero(Cj. )2 )cycloalkyl(Co. 6 )alkyl, 
(C 6 ., 2 )aryl(C M )alkyl, hetero(C5_, 2 )aryl(Co. 6 )alkyl, (C 9 ., 2 )polycycloaryl(Co. 6 )alkyl or 
hetero(C 8 ., 2 )polycycloaryI(C 0 ^)alkyl, or (iii) a group selected from 
(C 3 -i 2 )cycloalkyl(Co.6)alkyl, hetero(C5. 12 )cycloalkyl(Co. 6 )alkyl, (C frl2 )aryl(Co. 6 )alkyl, 
hetero(C 5 ., 2 )aryl(Co^)alkyl, (C 9 ., 2 )polycycloaryl(C 0 ^)alkyl and 

hetero(C 8 . 12 )polycycloaryl(Co^)alkyl, wherein said cycloalkyl, heterocycloalkyl, aryl, 
heteroaryl, polycycloaryl or heterpolycycloaryl ring optionally is substituted by a 
group selected from -R 16 , -X 4 OR 16 , -X 4 SR' 6 , -X 4 S(0)R 16 , -X 4 S(0) 2 R 16 , 
-X 4 C(0)R 16 , -X 4 C(0)OR 16 , OCOCCOR 16 , -X 4 NR ,6 R 17 , -X 4 NR ,7 C(0)R 16 , 
-X 4 NR I7 C(0)OR 16 , -X 4 C(0)NR I6 R 17 , -X 4 S(0) 2 NR 16 R 17 , -X 4 NR ,7 C(0)NR ,6 R 17 or 
-X 4 NR I7 C(NR ,7 )NR 16 R 17 , wherein X 4 , R' 6 and R' 7 are as defined above; wherein 
within R 9 and/or R 10 any alicyclic or aromatic ring system present may be substituted 
further by 1 to 5 radicals independently selected from (Chalky!, (Ci^)alkylidene, 
cyano, halo, halo-substituted (C lJt )alkyl, nitro, -X 4 NR I2 R 12 , -X 4 NR ,2 C(0)OR 12 , 
-X 4 NR ,2 C(0)NR ,2 R 12 , -X 4 NR ,2 C(NR ,2 )NR ,2 R 12 , -X 4 OR 12 , -X 4 SR 12 , 
-X 4 C(0)OR 12 , -X 4 C(0)NR 12 R 12 , -X 4 S(0) 2 NR I2 R 12 , -X 4 P(0)(OR 4 )OR 12 , 
-X 4 OP(0)(OR ,2 )OR 12 , -X 4 OC(0)R 13 , -X 4 NR ,2 C(0)R 13 , -X 4 S(0)R 13 , -X 4 S(0) 2 R 13 
and -X 4 C(0)R 13 , wherein X 4 , R 12 and R 13 are as defined above, or 

R 9 taken together with R 7 and/or R 10 taken together with R 8 form 
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trimethylene, tetramethylene or phenylene-l,2-di methylene, optionally substituted with 
hydroxy, oxo or methylene; and 

R n is -X 5 X 6 R 18 , wherein X 5 is -C(O)-, -C(0)C(0)- or -S(0) 2 -, X 6 is a 
bond, -O- or -NR 19 -, wherein R 19 is hydrogen or (C,. 6 )alkyl, and R 18 is 
(i) (C M0 )alkyl optionally substituted by cyano, halo, nitro, -NR ,2 R ,2 ; 
-NR ,2 C(0)OR 12 , -NR ,2 C(0)NR 12 R 12 , -NR ,2 C(NR I2 )NR I2 R 12 , -OR 12 , -SR 12 , 
-C(0)OR 12 , ^C(0)NR 12 R 12 , -S(0) 2 NR 12 R 12 , -P(0)(OR ,2 )OR 12 , 
-OP(0)(OR ,2 )OR 12 , -NR I2 C(0)R 13 , -S(0)R 13 , -S(0) 2 R 13 , -C(0)R 13 , -OR 20 , -SR 20 , 
-S(0)R 20 , -SCO^R 20 , -C(0)R 20 , -C(0)OR 20 , -C(O)NR 20 R 21 , -NR 2 ^ 21 , 
-NR 2, C(0)R 20 , -NR 2, C(O)OR 20 ,-NR 2, C(O)NR 20 R 21 or -NR 21 C(NR 21 )NR 20 R 21 , 
wherein R 12 and R 13 are as defined above, R 20 is (C3. 12 )cycloalkyl(C 0 ^)alkyl, 
heteroCC^j^ycloalkyKC^alkyl, (C 6 . 12 )aryl(C 0 . 6 )alkyl, heteroCCs^^aryKC^alkyl, 
(C 9 . 12 )bicycloaryl(C 0 . 6 )alkyl or hetero(C 812 )bicycloaryl(Co. 6 )alkyl and R 21 at each 
occurrence independently is hydrogen or (C,_ 6 )alkyl, or 
(") (C 3 . 12 )cycloalkyl(C 0 . 6 )alkyl, hetero(C3. 12 )cycloalkyl(Co. 6 )alkyl, 
(C 6 . 12 )aryl(C 0 . 6 )alkyl, hetero(C 5 _ 12 )aryl(C 0 . 6 )alkyl, (C 9 . 12 )bicycloaryl(C 0 . 6 )alkyl or 
hetero(C 8 . 1 2)bicycloaryI(C 0 . 6 )alkyl or (iii) (C 3 ^)cycloalkyl(Co. 6 )alkyl, 
hetero(C 3 ^)cycloalkyI(Co^)alkyl, phenyKQ^alkyl or hetero(C 5 ^)aryl(Co^)alkyl, 
wherein said cycloalkyl, heterocycloalkyl, phenyl or heteroaryl is substituted by 
-X 4 OR 22 , OCSR 22 , -X 4 S(0)R 22 , -X 4 S(0) 2 R 22 , -X 4 C(0)R 22 , -X 4 C(0)OR 22 , 
-X'C^NR^R 23 , OCNR^R 23 , OCNR^C^R 22 , O^NR^C^OR 22 , 
-X 4 NR 23 C(0)NR 22 R 23 or -X 4 NR 23 C(NR 23 )NR 22 R 23 , wherein X 4 is as defined above, 
R 22 is (C3^)cycloalkyl(CV6)alkyl» hetero(C 3 ^)cycloalkyl(Co^)alkyl, phenyl(C a6 )alkyl 
or hetero(C 5 ^)aryl(Co^)alkyl and R 23 at each occurrence independently is hydrogen 
or (C,^)alkyl; wherein within R 11 any alicyclic or aromatic ring system present may be 
substituted further by 1 to 5 radicals independently selected from (C,^)alkyl, 
(C,^)alkylidene, cyano, halo, halo-substituted (C,^)alkyl, nitro, -X 4 NR 12 R 12 , 
-X 4 NR ,2 C(0)OR 12 , OC 4 NR 12 C(0)NR I2 R 12 , -X 4 NR I2 C(NR I2 )NR 12 R 12 , -X 4 OR 12 , 
-X 4 SR 12 , -X 4 C(0)OR 12 , -X 4 C(0)NR 12 R 12 , -X 4 S(0) 2 NR ,2 R 12 , -X 4 P(0)(OR 3 )OR 12 , 
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-X 4 OP(0)(OR 3 )OR 12 , -X 4 OC(0)R 13 , -X 4 NR ,2 C(0)R 13 , -X 4 S(0)R 13 , -X 4 S(0) 2 R' 3 

and -X 4 C(0)R' 3 , wherein X 4 , R 12 and R' 3 are as defined above; 

R 2 is hydrogen or (C,^)alkyl or as defined below; 

R 3 is hydrogen, (C,. 6 )alkyl or as defined below; and 
5 R 4 is (i) hydrogen or (C,. 6 )alkyl, wherein said alkyl is optionally substituted with 

cyano, halo, nitro, -NR ,2 R' 2 , -NR ,2 C(0)OR 12 , -NR 12 C(0)NR 12 R 12 , 
-NR 12 C(NR I2 )NR I2 R' 2 , -OR 12 , -SR 12 , -C(0)OR 12 , -C(0)NR ,2 R 12 , -S(0) 2 NR ,2 R 12 , 
-P(0)(OR ,2 )OR' 2 , -OP(0)(OR ,2 )OR 12 , -NR I2 C(0)R 13 , -S(0)R 13 , -S(0) 2 R 13 , -C(0)R 13 , 
-OR 14 , -SR 14 , -S(0)R 14 , -S(0) 2 R' 4 , -C(0)R 14 , -C(0)OR 14 , -OC(0)R 14 , -NR ,4 R 15 , 
10 -NR 15 C(0)R 14 , -NR' 5 C(0)OR 14 , -C(0)NR 14 R 15 , -S(0) 2 NR ,4 R 15 , -NR ,5 C(0)NR 14 R 15 or 
-NR ,5 C(NR' 5 )NR ,4 R 15 , wherein R 12 , R 13 , R 14 and R 15 are as defined above, or (ii) a group 
selected from (C 3 . 12 )cycloalkyl(C 0 . 6 )alkyl, hetero(C3., 2 )cycloalkyl(Co. 6 )alkyl, 
(C 6 . 12 )aryl(C 0 . 6 )a]kyl, hetero(C 5 .j 2 )aryl(Co. 6 )alkyl, (C 9 ., 2 )polycycloaryl(C 0 6 )alkyl and 
hetero(C 8 . 12 )polycycloaryl(C 0 . 6 )alkyl, wherein said cycloalkyl, heterocycloalkyl, aryl, 
15 heteroaryl, polycycloaryl or heterpolycycloaryl ring optionally is substituted by a group 
selected from -R 16 , -X 4 OR 16 , -X 4 SR 16 , -X 4 S(0)R 16 , -X 4 S(0) 2 R 16 , -X 4 C(0)R 16 , 
-X 4 C(0)OR 16 , -X 4 OC(0)R 16 , -X 4 NR 16 R 17 , -X 4 NR 17 C(0)R 16 , -X 4 NR ,7 C(0)OR 16 , 
-X 4 C(0)NR' 6 R 17 , -X 4 S(0) 2 NR 16 R 17 , -X 4 NR I7 C(0)NR ,6 R 17 or -X 4 NR 17 C(NR ,7 )NR ,6 R' 7 , 
wherein X 4 , R 16 and R 17 are as defined above; wherein within R 9 and/or R 10 any alicyclic or 
20 aromatic ring system present may be substituted further by 1 to 5 radicals independently 
selected from (C,^)alkyl, (C,. 6 )alkylidene, cyano, halo, halo-substituted (C,^)alkyl, nitro, 
-X 4 NR 12 R 12 , -X 4 NR ,2 C(0)OR 12 , -X 4 NR 12 C(0)NR ,2 R 12 , -X 4 NR I2 C(NR I2 )NR ,2 R 12 , 
-X 4 OR 12 , -X 4 SR 12 , -X 4 C(0)OR 12 , -X 4 C(0)NR ,2 R 12 , -X 4 S(0) 2 NR ,2 R 12 , 
-X 4 P(0)(0R 3 )0R 12 , -X 4 OP(0)(OR 3 )OR 12 , -X 4 OC(0)R 13 , -X 4 NR ,2 C(0)R 13 , -X 4 S(0)R 13 , 
25 -X 4 S(0) 2 R' 3 and -X 4 C(0)R 13 , wherein X 4 , R 12 and R' 3 are as defined above, or 

R 4 and R 2 taken together form trimethylene, tetramethylene or 
phenylene-l,2-dimethylene, optionally substituted with hydroxy, oxo or methylene, or 

R 4 and R 3 together with the carbon atom to which both R 4 and R 3 are attached form 
(C3_g)cycloalkylene or (C^heterocycloalkylene; and the //-oxide derivatives, prodrug 
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derivatives, protected derivatives, individual isomers and mixtures of isomers; and the 
pharmaceutical^ acceptable salts thereof. 

2. The compound of Claim 1 in which: 
R 1 is a group of Formula (a) wherein within Formula (a): 
X 1 is -C(O)-; 

R 5 is hydrogen or (C,. 6 )alkyl; 
R 7 is hydrogen or methyl; 

R 9 is (i) (C,^)alkyl optionally substituted with -OR ,4 _,_-SR 14 , -S(0)R 14 , 
-S(0) 2 R 14 , -C(0)R 14 , -C(0)OR 14 , -OC(0)R 14 , -NR I4 R 15 , -NR 15 C(0)R 14 , 
-NR l5 C(0)OR 14 , -C(0)NR l4 R 15 , -S(0) 2 NR 14 R 15 , -NR 15 C(Q)NR ,4 R 15 or 
-NR 15 C(NR I5 )NR ,4 R 15 , wherein R 14 is (Cj.^^ycloalkyKC^alkyl, 
heteroCC^jo^ycloalkyKC^alkyl, (C 6 _ 10 )aryI(C 0 ^)alkyl, hetero(C 5 . 10 )aryl(Co^)alkyl, 
(C 9 -io)poly c ycloaryl(C 0 . 6 )alkyl or hetero(C 8 _ 10 )polycycloaiyl(Co_ 6 )alkyl and R 15 is 
hydrogen or (C lj6 )alkyl, and wherein within R 14 said cycloalkyl, heterocycloalkyl, aryl, 
heteroaryl, polycycloaryl or heterpolycycloaryl ring optionally is substituted by a 
group selected from -R 16 , -X 3 OR 16 , -X 3 SR 16 , -X 3 S(0)R 16 , -X 3 S(0) 2 R 16 , 
-X 3 C(0)R 16 , -X 3 C(0)OR 16 , -X 3 OC(0)R 16 , -X 3 NR 16 R 17 , -X 3 NR ,7 C(0)R 16 , 
.X 3 NR 17 C(0)OR 16 , -X 3 C(0)NR ,6 R 17 , -X 3 S(0) 2 NR ,6 R 17 , -X 3 NR 17 C(0)NR 16 R 17 or 
-X 3 NR I7 C(NR 17 )NR ,6 R 17 , wherein X 3 is a bond or (C,^)alkylene, R 16 is hydrogen or 
(C lj6 )alkyl and R 17 is (C3_ 10 )cycloalkyl(C^)alkyl, hetero(C3. 10 )cycloalkyl(Co^)alkyl, 
(C 6 . 10 )aryl(CV 6 )alkyl, hetero(C5. 10 )aryl(Co^)alkyl, (C 9 ,, 0 )polycycloaryl(Q K6 )alkyl or 
hetero(C^ 10 )polycycloaryl(Co^)alkyI, or (ii) a group selected from 
(Cs-io^ycloalkyK^alkyl, hetero(C3_ l0 )cycloalkyl(CV 6 )aIkyl, (C^ 10 )aryl(C a6 )aIkyl, 
hetero(C 5 .| 0 )aryl(Co^)alkyl, (C 9 ., 0 )polycycloaryl(CV 6 )alkyl and 
hetero(Cg. 10 )polycycloaryl(Co^)alkyl, wherein said cycloalkyl, heterocycloalkyl, aryl, 
heteroaryl, polycycloaryl or heterpolycycloaryl ring optionally is substituted by a 
group selected from -R 16 , -X 3 OR 16 , -X 3 SR 16 , -X 3 S(0)R 16 , -X 3 S(0) 2 R 16 , 
-X 3 C(0)R 16 , -X 3 C(0)OR 16 , -X 3 OC(0)R 16 , -X 3 NR I6 R 17 , -X 3 NR 17 C(0)R 16 , 
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-X^^OCR' 6 , -X 3 C(0)NR ,6 R 17 , -X 3 S(0) 2 NR I6 R 17 , -X 3 NR I7 C(0)NR ,6 R' 7 or 
-X 3 NR I7 C(NR ,7 )NR I6 R 17 , wherein X 3 , R' 6 and R 17 are as defined above; wherein 
within R 9 any alicyclic or aromatic ring system present may be substituted further by 1 
to 5 radicals independently selected from (C,. 6 )alkyl, (C,. 6 )alkylidene, cyano, halo, 
5 halo-substituted (C lJ( )alkyl, nitro, -X 3 NR 12 R' 2 , -X 3 NR' 2 C(0)OR 12 , 

-X 3 NR ,2 C(0)NR ,2 R 12 , -X 3 NR ,2 C(NR ,2 )NR ,2 R 12 , -X 3 OR 12 , -X 3 SR 12 , 
-X 3 C(0)OR' 2 , -X 3 C(0)NR ,2 R 12 , -X 3 S(0) 2 NR ,2 R' 2 , -X 3 P(0)(OR 3 )OR 12 , 
-X 3 OP(0)(OR 3 )OR 12 , -X 3 OC(0)R'\ -X 3 NR 12 C(0)R 13 , -X 3 S(0)R 13 , -X 3 S(0) 2 R 13 
and -X 3 C(0)R'\ wherein X 3 is as defined above, R 12 at each occurrence 

10 independently is hydrogen, (C,. 6 )alkyl or halo-substituted (C,. 3 )alkyl and R 13 is 

(Ci 6 )alkyl or halo-substituted (C,. 3 )alkyl; and 

R" is -X 4 X S R' 8 , wherein X 4 is -C(O)- or -S(0) 2 -, X s is a bond, -O- or 
-NR 19 -, wherein R' 9 is hydrogen or (C,. 6 )alkyl, and R 18 is (i) (C,., 0 )alkyl or 
(") (Cj ^^ycloalkyKC^alkyl, heteroCC^^^ycloalkyKC^alkyl, 

15 (Q. 12 )aryl(C (W )alkyl or hetero(Cs. 12 )aryl (Chalky! or (iii) (Cj^cycloalkyKQ^alkyl, 

hetero(C 3 ^)cycloa!kyl(Co^)alkyl, phenyl(C (W )alkyl or hetero(C 5 ^)aryl(C (MS )alkyl, 
wherein said cycloalkyl, heterocycloalkyl, phenyl or heteroaryl is substituted by 
-X^OR^.-X^OR 24 , -X 9 C(0)OR 24 , -X^CONR^R 25 , -X^^R 25 , 
-X'NR^OR 24 , -X^^CCOOR 24 , -X 9 NR 25 C(0)NR 24 R 25 or 

20 -X 9 NR 25 C(NR 25 )NR 24 R 25 , wherein X 9 is a bond or (C,^)alkylene, R 24 is 

(C«)cycloalkyl(C (Mi )alkyl, hetero(C 3 ^)cycloalkyl(Q Mi )alkyl, phenylCCoJalkyl or 
hetero(C 5 ^)aryl(CV 6 )alkyl and R 25 is hydrogen or (C,^)alkyl, wherein within R u any 
alicyclic or aromatic ring system present may be substituted further by 1 to 5 
substituents independently selected from (C,^)alkyl, halo, halo-substituted (C,^)alkyl, 

25 -OR 12 , -X 3 SR 12 , -C(0)OR 12 and -X 3 NR ,2 C(0)OR' 2 , wherein X 3 is a bond or 

(C,. 6 )alkylene and R 14 is hydrogen or (C,^)alkyl; 
R 2 is hydrogen; 

R 3 is hydrogen or (C M )alkyl or taken with R 4 together with the carbon atom to which 
both R 3 and R 4 are attached forms (Cj. 8 )cycloalkylene; and 
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R 4 is hydrogen or as defined above; and the N-oxide derivatives, prodrug derivatives, 
protected derivatives, individual isomers and mixtures of isomers; and the pharmaceutically 
acceptable salts thereof. 

3. The compound of Claim 2 in which: 
R 1 is a group of Formula (a) wherein within Formula (a): 
R s and R 7 both are hydrogen; 

R 9 is (i) (C,^)alkyl optionally substituted with -OR 14 or -SR 14 , wherein R 14 is 
(C 3 -6)cycloalkyl(C 0 . 6 )alkyl, phenyl(Co. 6 )aIkyl, biphenylyl(Co 6 )aIkyl or 
hetero(C 5 ^)aryl(CV 6 )alkyl, or (ii) a group selected from (C 3 . 6 )cycloalkyl(C (W )alkyl ) 
phenyI(Co. 6 )alkyI, biphenylyI(Co. 6 )alkyl or hetero(C 5 . 10 )aryl(C <Wi )alkyl; wherein within 
R 9 any alicyclic or aromatic ring system present may be substituted further by 1 to 5 
radicals independently selected from (C,^)alkyl, (C,^)alkylidene, cyano, halo, 
halo-substituted (C M )alkyl, nitro, -X 3 NR ,2 R 12 , -X 3 NR 12 C(0)OR 12 , 
-X 3 NR I2 C(0)NR ,2 R 12 , -X 3 NR ,2 C(NR ,2 )NR ,2 R 12 , -X 3 OR 12 , -X 3 SR 12 , 
-X 3 C(0)OR 12 , -X 3 C(0)NR 12 R 12 , -X 3 S(0) 2 NR ,2 R' 2 , -X 3 P(0)(OR 3 )OR 12 , 
-X 3 OP(0)(OR 3 )OR ,2 , -X 3 OC(0)R 13 , -X 3 OC(0)R 13 , -X 3 NR 12 C(0)R 13 , 
-X 3 S(0)R 13 , -X 3 S(0) 2 R 13 and -X 3 C(0)R 13 , wherein X 3 is a bond or (C^)alkylene, 
R 12 at each occurrence independently is hydrogen, (C,. 3 )alkyl or halo-substituted 
(C,. 3 )alkyl and R 13 is (C,. 3 )alkyl or halo-substituted (C,. 3 )alkyl; and 

R" is -X 4 X 5 R 18 , wherein X 4 is -C(0)- , X s is a bond and R 18 is 
(i) (C^^ycloalkyKCo^alkyl, hetero(C 3 . )2 )cycloalkyl(CV 6 )aIkyl, 
(C 6 .i 2 )aryl(C( Mi )alkyl or hetero(C 5 ., 2 )aryl(C (Wi )alkyl or (ii) phenyl(C M )alkyl or 
hetero(C 5 ^)aryl(C fr< )alkyl, wherein said phenyl or heteroaryl is substituted by 
-X 9 OR 24 ,-X 9 C(0)R 24 , -X^COOR 24 , -X^CONR^R 25 , -X^^R 25 , 
-X 9 NR 25 C(0)R 24 , -X^^CCOOR 24 , -X^^QONR^R 25 or 
-X^^CCNR^NR 24 !* 25 , wherein X 9 is a bond or (C,. 6 )alkylene, R 24 is 
phenyKCo^alkyl or hetero(C 5< )aryl(Co. 6 )alkyl and R 25 is hydrogen or (C,. 6 )alkyl, 
wherein within R" any aromatic ring system present may be substituted further by 1 to 
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5 substituents independently selected from (C,. 6 )alkyl, halo, halo-substituted 
(C^)alkyl, -OR 12 , -X 3 SR 12 , -C(0)OR 12 and -X 3 NR I2 C(0)OR 12 wherein X 3 is a 
bond or (C N6 )alkylene and R 12 is hydrogen or (C,. 6 )alkyl; and 
R 3 and R 4 are both hydrogen; and the Af-oxide derivatives, prodrug derivatives, 
5 protected derivatives, individual isomers and mixtures of isomers; and the pharmaceutically 
acceptable salts thereof; and the Af-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers; and the pharmaceutically acceptable 
salts thereof. 

4. The compound of Claim 3 in which within Formula (a) R 9 is cyclohexylmethyl, 
wherein said cyclohexyl may be substituted by 1 to 5 radicals independently selected from 
(C^)alkyl, (C,. 6 )alkylidene or -X 3 OC(0)R 13 , or phenylmethylsulfanylmethyl or 
phenylsulfanylethyl, wherein said phenyl may be substituted by 1 to 5 radicals independently 
selected from (Ci_ 4 )alkyl, cyano, halo, halo-substituted (C,. 4 )alkyl, nitro, -OR 12 , -SR 12 and 
-C(0)OR 12 , wherein R 12 is hydrogen, (C,. 3 )alkyl or halo-substituted (C 1 . 3 )alkyl and R 13 is 
(C,. 6 )alkyl or halo-substituted (C 1 . 3 )alkyl; and R n is benzoyl, furylcarbonyl, 
phenyloxybenzoyl, pyridylthienylcarbonyl, benzoyl benzoyl, thienylcarbonyl, 
morpholinylcarbonyl, phenyluriedobenzoyl, cyclohexenylcarbonyl or piperazinylcarbonyl, 
wherein within R n any aromatic ring system present may be substituted further by 1 to 2 
substituents independently selected from (C,. 6 )alkyl, /err-butoxycarbonylamino, 
ter^butoxycarbonylaminomethyl, bromo, chloro, ethoxy, fluoro, hydroxy, methoxy arid 
methylsulfanyl; and the //-oxide derivatives, prodrug derivatives, protected derivatives, 
individual isomers and mixtures of isomers; and the pharmaceutically acceptable salts thereof. 
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The compound of Claim 4 in which within Formula (a), R 9 i 



is a group having 



the following formula: 




JL<R 26 ), 



in which q is 0 to 5 and R 26 at each occurrence is independently selected from (C,^)alkyl, 
5 cyano, halo, halo-substituted (C,^)alkyl, nitro, -OR 12 , -SR 12 and -C(0)OR 12 , wherein R 12 is 
hydrogen, (C,. 3 )alkyl or halo-substituted (Cj_ 3 )a]kyl and R 13 is (C,^)alkyl or halo-substituted 
(C|. 3 )alkyl; and the Af-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers; and the pharmaceutically acceptable salts thereof. 



10 benzylsulfanylmethyl, 2-bromobenzylsulfanylmethyl, 2-chlorobenzylsulfanyl, 
2-(2-ch!orophenylsulfanyl)ethyl, cyclohexyl, 4-ethylidenecyclohexyl, 

2- iodobenzylsulfanylmethyl, 2-methylbenzylsulfanylmethyl, 3-methyl- 

3- trifluorocarbonyloxycyclohexylmethyl, 4-methylenecyclohexylmethyl or 
2-nitrobenzylsulfanylmethyl and R n is 4-ferf-butoxycarbonylaminobenzoyI, 

1 5 3-rerf-butoxycarbonylaminomethylbenzoyl, 2-(3,5-dimethoxyphenyl)thiazol-4-ylcarbonyI, 
fur-3-yIcarbonyl, 4-methoxybenzoyl, 3-methylbenzoyl, 3-phenoxybenzoyl, 5-pyrid-2-ylthien- 
2-ylcarbonyl, 3-benzoylbenzoyl, 4-methylbenzoyI, thien-2-ylcarbonyl, morpholin-4- 
ylcarbonyl, 5-bromothien-2-ylcarbonyl, 5-chlorothien-2-yIcarbonyl, 

5-methylthien-2-ylcarbonyl, 2-(2-chIoro-6-methylphenyl)ureidobenzoyI, cyclohexyl- 1 -en- 1- 
20 ylcarbonyl, 3-ethoxybenzoyl, 3-fluorobenzoyl, 4-fluorobenzoyl and piperidin-l-ylcarbonyl; 

and the /V-oxide derivatives, prodrug derivatives, protected derivatives, individual isomers and 



6. 



The compound of Claim 3 in which within Formula (a), R 9 is 
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mixtures of isomers; and the pharmaceutically acceptable salts thereof. 

7. The compound of Claim 6 selected from a group consisting of: 
N-(2-benzyIsulfanyI-l/?-cyanomethylcarbamoylethyl)^-hydroxybenzamide; 
7V-[2-(2-bromobenzylsulfanyl)-l/?-cyanomethylcarbamoylethyl]benzamide; 

5 7V-[l/?-cyanomethylcarbamoyl-2-(2-iodobenzylsulfanyl)ethyl]benzamide; 

7V-[l/?-cyanomethylcarbamoyl-2-(2-cyanobenzylsulfanyl)ethyl]morpholine- 
4-carboxamide; 

A^-[3-(2-chlorophenylsulfanyl)-l/?-cyanomethylcarbamoylpropyl]benzamide; 
7V-[l/?-cyanomethylcarbamoyl-2-(2-nitrobenzylsulfanyl)ethyl]morpholine- 
10 4-carboxamide 

A^-[l/?-cyanomethylcarbamoyl-2-(2-methylbenzylsulfanyl)ethyl]morpholine- 
4-carboxamide; and 

//-[l/?-cyanomethylcarbamoyl-2-(2-methylbenzylsulfanyl)ethyl]benzamide; and the 
TV-oxide derivatives, prodrug derivatives, protected derivatives, individual isomers and 
15 mixtures of isomers; and the pharmaceutically acceptable salts thereof. 

8. A pharmaceutical composition comprising a compound of Claim 1, or a 
Af-dxide derivative, prodrug derivative, individual isomer, mixture of isomers, or a 
pharmaceutically acceptable salt thereof in admixture with one or more suitable excipients. 

9. A method of treating a disease in an animal in which cysteine protease activity 
20 contributes to the pathology and/or symptomatology of the disease, which method comprises 

administering to the animal a therapeutically effective amount of compound of Claim 1; or a 
TV-oxide derivative, prodrug derivative, individual isomer or mixture of isomers or a 
pharmaceutically acceptable salt thereof. 

10. The method of Claim 9 in which the cysteine protease is cathepsin S. 



-Ill- 



Docket No. 408 



11. The method of Claim 10 in which the disease is an autoimmune disorder, 
allergic disorder, allogeneic immune response, a disorder involving excessive elastolysis, 
cardiovascular disorders or a disorder involving fibril formation. 

12. The method of Claim 1 1 in which the disorder is selected from juvenile onset 
5 diabetes, multiple sclerosis, pemphigus vulgaris, Graves' disease, myasthenia gravis, systemic 

lupus erythemotasus, rheumatoid arthritis, Hashimoto's thyroiditis, asthma, organ transplant or 
tissue graft rejections, chronic obstructive pulmonary disease, bronchiolitis, excessive airway 
elastolysis in asthma and bronchitis, pneumonities, plaque rupture, atheroma and systemic 
amyloidosis. 

10 13. A compound according to claim 1 in which R 1 is a group of formula (a) 

wherein X 1 is -CH 2 S(0) 2 -; and the //-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers; and the pharmaceutically acceptable 
salts thereof. 

15 14. A compound of Formula (II): 




2 



0D 



wherein: 



20 



R 2 is hydrogen or (C,^)alkyl or as defined below; 
R 3 is hydrogen, (C^alkyl or as defined below; 

R 4 is (i) hydrogen or (Chalky!, wherein said alkyl optionally is substituted with 



cyano, halo, nitro, -NR ,2 R 12 , -NR 12 C(0)OR 12 , -NR ,2 C(0)NR ,2 R 12 , 



-NR ,2 C(NR 12 )NR 12 R 12 , -OR 12 , -SR 12 , -C(0)OR 12 , -C(0)NR ,2 R 12 , -S(0) 2 NR I2 R 12 , 



-112- 



j-. . Docket No. 408 



-PCOXOR'^R 12 , -OP(0)(OR ,2 )OR' 2 , -NR' 2 C(0)R 13 , -S(0)R 13 , -S(0) 2 R u , -C(0)R' 3 , 
-OR 14 , -SR 14 , -S(0)R 14 , -S(0) 2 R' 4 , -C(0)R 14 , -C(0)OR' 4 , -OC(0)R' 4 , -NR ,4 R ,S , 
-NR ,5 C(0)R 14 , -NR 15 C(0)OR' 4 , -C(0)NR I4 R ,s , -S(0) 2 NR 14 R 15 , -NR ,5 C(0)NR ,4 R ,s or 
-NR ,5 C(NR I5 )NR ,4 R 15 , wherein R 12 at each occurrence independently is hydrogen, 
(C,. 6 )alkyl or halo-substituted (C,. 3 )alkyl, R 13 is (C,. 6 )alkyl or halo-substituted (C,. 3 )alkyl, R 14 
is (C3. 12 )cycloalkyI(Co^)alkyJ, hetero(C3. 12 )cycloalkyI(C 0 . 6 )alkyl, (C^ l2 )aryl(C 06 )alkyl, 
hetero(C s . I2 )aryI(Co. 6 )alkyl, (C 9 . 12 )polycycloaryl(C 0 . 6 )alkyl or 

hetero(C 8 . 12 )polycycloaryl(C 0 . 6 )alkyl and R JS is hydrogen or (C,. 6 )alkyl, and wherein within 
R 14 said cycloalkyl, heterocycloalkyl, aryl, heteroaryl, polycycloaryl or heterpolycycloaryl ring 
optionally is substituted by a group selected from -R 16 , -X 4 OR 16 , -X 4 SR 16 , -X 4 S(0)R 16 , 
-X 4 S(0) 2 R 16 , -X 4 C(0)R 16 , -X 4 C(0)OR 16 , -X 4 OC(0)R 16 , -X 4 NR ,6 R 17 , -X 4 NR 1 lC(0)R ,< \ 
-X 4 NR ,7 C(0)OR 16 , -X 4 C(0)NR 16 R 17 , -X 4 S(0) 2 NR ,6 R 17 , -X 4 NR I7 C(0)NR 16 R 17 or 
-X 4 NR 17 C(NR ,7 )NR 16 R 17 , wherein X 4 is a bond or (C l6 )alkylene, R' 6 is hydrogen or 
(C,. 6 )alkyl and R 17 is (C 3 . 12 )cycloalky](Co. 6 )alkyl, hetero(C 3 ., 2 )cycloalkyl(C 0 . 6 )alkyl, 
(C 6 ., 2 )aryl(C (W )alkyl, hetero(C 5 . 12 )aryl(Co. 6 )alky], (C 9 . 12 )polycycloaryl(C,^)alkyl or 
hetero(C 8 ., 2 )polycycloaryl(C (K6 )alkyl, or (ii) a group selected from 
(C 3 . 12 )cycloalkyl(C 0 . 6 )alkyI, hetero(C 3 . 12 )cycloalkyl(C 0 . 6 )alkyl, (C 6 . 12 )aryl(Co. 6 )alkyl, 
hetero(C 5 . 12 )aryl(C <Wi )alkyl > (C^polycycloaryKCo^alkyl and 

hetero(C 8 ., 2 )polycycloaryl(C 0 ^)a]kyl, wherein said cycloalkyl, heterocycloalkyl, aryl, 
heteroaryl, polycycloaryl or heterpolycycloaryl ring optionally is substituted by a group 
selected from -R 16 , -X 4 OR 16 , -X 4 SR 16 , -X 4 S(0)R 16 , -X 4 S(0) 2 R 16 , -X 4 G(0)R 16 , 
-X 4 C(0)OR 16 , -X 4 OC(0)R 16 , -X 4 NR ,6 R 17 , -X 4 NR I7 C(0)R 16 , -X 4 NR I7 C(0)OR 16 , 
-X 4 C(0)NR 16 R« 7 , -X 4 S(0) 2 NR ,6 R 17 , -X 4 NR ,7 C(0)NR ,6 R 17 or -X 4 NR I7 C(NR ,7 )NR 16 R' 7 , 
wherein X 4 , R 16 and R 17 are as defined above; wherein within R 4 any alicyclic or aromatic ring 
system present may be substituted further by 1 to 5 radicals independently selected from 
(C,^)alkyl, (C,^)alkylidene, cyano, halo, halo-substituted (C M )alkyl, nitro, -X 4 NR I2 R 12 , 
-X 4 NR ,2 C(0)OR' 2 , -X 4 NR ,2 C(0)NR I2 R' 2 , -X 4 NR ,2 C(NR ,2 )NR ,2 R 12 , -X 4 OR 12 , -X 4 SR 12 , 
-X 4 C(0)OR 12 , -X 4 C(0)NR ,2 R 12 , -X 4 S(0) 2 NR I2 R 12 , -X 4 P(0)(OR 3 )OR 12 , 
-X 4 OP(0)(OR 3 )OR 12 , -X 4 OC(0)R> 3 , -X 4 NR ,2 C(0)R 13 , -X 4 S(0)R 13 , -X 4 S(0) 2 R 13 and 



-113- 



/ . Docket No. 408 



-X 4 (5(0)R 13 , wherein X 4 , R 12 and R n are as defined above, or 

R 4 and R 2 taken together form tri methylene, tetramethylene or 
phenylene-l,2-dimethylene, optionally substituted with hydroxy, oxo or methylene, or 

R 4 and R 3 together with the carbon atom to which both R 4 and R 3 are attached form 
5 (C^cycloalkylene or (C 3 . 8 )heterocycloalkylene; 

R 5 is hydrogen or (C,. 6 )alkyl; 

R 7 is hydrogen or (C,. 6 )alkyl; 

R 9 is (C 6 . 12 )aryl(C,_ 6 )alkyl, hetero(C 5 ., 2 )aryl(C,. 6 )a]kyl, -X 4 OR 14 , -X 4 SR M , 
-X 4 S(0)R' 4 , -X 4 S(0) 2 R' 4 or -X 4 NR I4 R 15 , wherein X 4 , R' 4 and R 1S are as defined above and 

10 wherein within R 9 said aryl or heteroaryl ring optionally is substituted by 1 to 5 radicals 
independently selected from (C,^)alkyl, cyano, halo, halo-substituted (C M )alkyl, nitro, 
-X 4 NR ,2 R 12 , -X 4 NR ,2 C(0)OR 12 , -X 4 NR I2 C(0)NR ,2 R 12 , -X 4 NR ,2 C(NR' 2 )NR ,2 R 12 , 
-X 4 OR 12 , -X 4 SR 12 , -X 4 C(0)R 12 , -X 4 C(0)OR» 2 , -X 4 C(0)NR ,2 R 12 , -X 4 S(0) 2 NR 12 R 12 , 
-X 4 P(0)(OR 3 )OR 12 , -X 4 OP(0)(OR 3 )OR 12 , -X 4 OC(0)R 13 , -X 4 NR ,2 C(0)R 13 , -X 4 S(0)R' 3 , 

15 -X 4 S(0) 2 R 13 , wherein X 4 , R 12 and R 13 are as defined above; and 

R" is -X 5 X 6 R ,S , wherein X 5 is -C(O)-, -C(0)C(0)- or -S(0) 2 -, X 6 is a bond, -O- 
or -NR 19 -, wherein R 19 is hydrogen or (C,^)alkyl, and R' 8 is (i) (C,. 10 )alkyl optionally 
substituted by cyano, halo, nitro, -NR I2 R 12 , -NR ,2 C(0)OR 12 , -NR ,2 C(0)NR 12 R 12 , 
-NR I2 C(NR 12 )NR ,2 R 12 , -OR 12 , -SR 12 , -C(0)OR 12 , -C(0)NR ,2 R' 2 , -S(0) 2 NR 12 R 12 , 

20 -P(0)(OR l2 )OR 12 , -OP(0)(OR ,2 )OR 12 , -NR I2 C(0)R 13 , -S(0)R 13 , -S(0) 2 R 13 , -C(0)R 13 , 
-OR 20 , -SR 20 , -S(0)R 20 , -S(0) 2 R 20 , -C^R 20 , -C^OR 20 , -C^NR 2 ^ 21 , -NR 2 ^ 21 , 
-NR 2I C(0)R 20 , -NR 2, C(O)OR 20 ,-NR 2, C(O)NR 20 R 21 or -NR 21 C(NR 2, )NR 20 R 21 , wherein 
R 12 and R 13 are as defined above, R 20 is (C 3 . 12 )cycloalkyl(C <) ^)alkyl, 
hetero^^ycloalkyK^alkyl.CC^j^aryK^alkyl, hetero(C s ., 2 )aryl(CV6)alkyl, 

25 (C 9 .i2)bicycloaryl(C ( ^ 6 )alkyl or hetero(Cg. 12 )bicycloaryl(Co^)alkyl and R 21 at each occurrence 
independently is hydrogen or (C,. 6 )alkyl, or (ii) (Cj. I2 )cycloalkyl(Co^)alkyl, 
hetero(Cj. 12 )cycloalkyl(Co.6)aIkyl, (C 6 . I2 )aryl(Q Mi )alkyl, hetero(C 5 . I2 )aryl(C (W )alkyl, 
(C 9 .i 2 )bicycloaryl(Co^)alkyl or hetero(C 8 ., 2 )bicycloaryl(C 0 . 6 )alkyl or 
(iii) (C^)cycloalkyl(Co. 6 )alkyl, hetero(C 3 ^)cycloaIkyl(C 0 . 6 )alkyl, phenyKCo^alkyl or 
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hetero(C5^)aryl(Ca«)aIlcyl, wherein said cycloalkyl, heterocycloalkyl, phenyl or heteroaryl is 
substituted by -X 4 OR 22 , -X 4 SR 22 , -X 4 S(0)R 22 , -X 4 S(0) 2 R 22 , -X 4 C(0)R 22 , -X 4 C(0)OR 22 , 
-X 4 C(0)NR 22 R 23 , -X 4 NR 22 R 23 , -X 4 NR 23 C(0)R 22 , -X 4 NR 23 C(0)OR 22 , 
-X 4 NR 23 C(0)NR 22 R 23 or -X 4 NR 23 C(NR 23 )NR 22 R 23 , wherein X 4 is as defined above, R 22 is 
5 (C 3 . 6 )cycloalkyl(Co^)alkyl, hetero(C 3 . 6 )cycloaIkyl(C 0 . 6 )alkyI, phenyl(Co. 6 )aIkyl or 
hetero(C 5 ^)ary](Co. 6 )alkyl and R 23 at each occurrence independently is hydrogen or 
(C,^)alkyl; wherein within R" any alicyclic or aromatic ring system present may be substituted 
further by 1 to 5 radicals independently selected from (C,. 6 )alkyl, (C,. 6 )alkylidene, cyano, 
halo, halo-substituted (C,^)alkyl, nitro, -X 4 NR 12 R 12 , -X 4 NR 12 C(0)OR' 2 , 

10 -X 4 NR 12 C(0)NR ,2 R 12 , -X 4 NR 1 2 C(NR 1 2 )NR 1 2 R 1 2 , -X 4 OR 12 , -X 4 SR 12 , -X 4 C(0)OR' 2 , 
-X 4 C(0)NR ,2 R' 2 , -X 4 S(0) 2 NR ,2 R 12 , -X 4 P(0)(OR 3 )OR 12 , -X 4 OP(0)(OR 3 )OR 12 , 
-X 4 OC(0)R'\ -X 4 NR ,2 C(0)R 13 , -X 4 S(0)R 13 , -X 4 S(0) 2 R 13 and -X 4 C(0)R' 3 , wherein X 4 , 
R 12 and R 13 are as defined above; and the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers; and the pharmaceutical^ acceptable 

15 salts thereof. 

15. The compound of Claim 14 in which: 
R 2 is hydrogen; 

R 3 is hydrogen, methyl or taken with R 4 together with the carbon atom to which both 
R 3 and R 4 are attached forms (C 3 ^)cycloalkylene; 
20 R 4 is hydrogen, methyl or as defined above; 

R 5 is hydrogen or (C,^)alkyl; 
R 7 is hydrogen or methyl; 

R 9 represents (C^aryKQ^alkyl, hetero(C 5 ., 2 )aryl (Chalky!, -X 4 OR 14 , -X 4 SR' 4 , 
-X 4 S(0)R 14 or -X 4 NR ,4 R IS , wherein X 4 is a bond or (C^)alkylene, R 14 is 
; 5 (Ce.^arylC^alkyl or hetero(C 5 . 12 )aryl(C (M; )aIkyl and R ,s is hydrogen or (C.^)alkyl, and 
wherein within R 9 said aryl or heteroaryl ring optionally is substituted by 1 to 5 radicals 
independently selected from (C^)alkyl, cyano, halo, halo-substituted (C^)alkyl, nitro, 
-X 4 NR ,2 R> 2 , -X 4 OR 12 , -X 4 C(0)R' 2 , -X 4 SR' 2 , wherein X 4 is a bond or (C^)alkylene, R 12 at 
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each occurrence independently is hydrogen, (Ci^)alkyl or halo-substituted (C,_ 3 )alkyl, and 
R 13 is (C,_ 6 )alkyl or halo-substituted (C,. 3 )alkyl; and 

R' 1 is -X 4 X 5 R 18 , wherein X 4 is -C(O)- or -S(0) 2 -, X s is a bond, -O- or -NR 19 -, 
wherein R 19 is hydrogen or (C 16 )alkyl, and R 18 is (i) (C,. 10 )alkyl or 
5 (ii) (C^ I2 )cycloalkyl(Co. 6 )aIkyl, hetero(C3. 12 )cycloalkyl(Co^)alkyl, (C 6 . 12 )aryl(C 0 / 6 )alkyl or 
hetero(C 5 ., 2 )aryl(Co. 6 )alkyl or (iii) (C 3 _ 6 )cycIoalkyl(C 06 )alkyl, 

hetero(C 3 . 6 )cycloalkyl(C CK6 )alkyl, phenyl (C 06 )alkyl or he tero(C 5 . 6 )aryl (Co_ 6 )alky 1, wherein said 
cycloalkyl, heterocycloalkyl, phenyl or heteroaryl is substituted by -X 9 OR 24 ,-X 9 C(0)R 24 , 
-X 9 C(0)OR 24 , -X^CONR^R 25 , -X 9 ^ 24 ^? 5 , -X 9 NR 25 C(0)R 24 , -X^^CCOOR 24 , 

10 -X 9 NR 25 C(0)NR 24 R 25 or -X^^QNR^NR^R 25 , wherein X 9 is a bond or (C 16 )alkylene, 
R 24 is (C 3 ^)cycloalkyl(C 0 ^)alkyl, heteroCC^)cycioalkyl(Co^)aIkyl, phenyKC^alkyl or 
hetero(C 5 ^)aryl(Co_ 6 )alkyl and R 25 is hydrogen or (C 1-6 )alkyl, wherein within R n any alicyclic 
or aromatic ring system present may be substituted further by 1 to 5 substituents 
independently selected from (C 16 )alkyl, halo, halo-substituted (C M )alkyI, -OR 12 , -X 3 SR 12 , 

15 -C(0)OR 12 and -X 3 NR ,2 C(0)OR 12 , wherein X 3 is a bond or (C,. 6 )alkylene and R 14 is 
hydrogen or (Cj^)alkyl; and the //-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers; and the pharmaceutically acceptable 
salts thereof. 

16. The compound of Claim 15 in which: 

20 R 3 , R 4 , R 5 and R 7 each are hydrogen; 

R 9 represents benzyl, benzyloxymethyl, benzylsulfanylethyl, benzylsulfanylmethyl, 
benzylsulfinylmethyl, indolylmethyl, naphthylmethyl, phenethyl, phenoxyethyl, phenylamino, 
pyridylmethyl, pyridylsulfanylethyl, phenylsulfanylethyl, thiazolyl or thienyl, wherein within R 9 
the aromatic ring may be substituted further by 1 to 5 radicals independently selected from 

25 (C^)alkyl, cyano, halo, halo-substituted (C,_ 4 )alkyl, nitro, -X 4 NR ,2 R 12 , -X 4 OR 12 , 
-X 4 C(0)R 12 , -X 4 SR 12 , wherein X 4 is a bond or (C^)alkylene, R 12 at each occurrence 
independently is hydrogen, (C,^)alkyl or halo-substituted (C,. 3 )alkyl, and R 13 is (C 16 )alkyl or 
halo-substituted (C,. 3 )alkyl; and 
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R n is -X 4 X 5 R 18 , wherein X 4 is -C(O)- , X 5 is a bond and R ,s is 
0) (C 3 -, 2 )cycIoalkyl(C 0 . 6 )a]kyl, hetero(C 312 )cycloa]kyl(Co. 6 )alkyl, (C^aryKQ^alkyl or 
hetero(C 5 . 12 )ary](Co. 6 )alkyI or (ii) phenyl (C 0 _ 6 )alkyl or hetero(C 5 . 6 )aryl (Chalky 1, wherein said 
phenyl or heteroaryl is substituted by -X 9 OR 2 VX 9 C(0)R 24 , -X 9 C(0)OR 24 , 
5 -X 9 C(0)NR 24 R 25 , -X^^R 25 , -X^^C^R 24 , -X 9 NR 25 C(0)OR 24 , 

-X^^C^NR^R 25 or -X 9 NR 25 C(NR 25 )NfR 24 R 25 , wherein X 9 is a bond or (C 16 )alkylene, 
R 24 is phenyl(C^ 6 )alkyI or hetero(C 5 _ 6 )aryl(C 0 . 6 )alkyI and R 25 is hydrogen or (C,. 6 )alkyl, 
wherein within R 11 any aromatic ring system present may be substituted further by 1 to 5 
substituents independently selected from (C,_ 6 )alkyl, halo, halo-substituted (C,^)alkyl, -OR 12 , 
10 -X 3 SR 12 , -C(0)OR 12 and -X 3 NR ,2 C(0)OR 12 wherein X 3 is a bond or (C 16 )alkylene and R 12 
is hydrogen or (C,. 6 )alkyl; and the TV-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers; and the pharmaceutical^ acceptable 
salts thereof. 

17. The compound of Claim 16 in which R 9 is a group having the following 
15 formula: 




in which q is 0 to 5 and R 26 at each occurrence is independently selected from (C,^)alkyl, 
cyano, halo, halo-substituted (C,^)alkyl, nitro, -OR 12 , -SR 12 and -C(0)OR 12 , wherein R 12 is 
hydrogen, (C 1 . 3 )alkyl or halo-substituted (C, 0 )alkyl and R 13 is (C,^)alkyl or halo-substituted 
20 (C,. 3 )alkyl; and the Af-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers; and the pharmaceutically acceptable salts thereof. 
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18. The compound of Claim 17 in which R 9 is 4-aminobenzyl, benzyl, 
benzyloxymethyl, 2-benzyIsulfanylethyl, benzylsulfanylmethyl, 2-bromobenzyIsulfanyImethyl, 
4-rerf-butylbenzylsulfanyImethyl, 2-chlorobenzyl, 4-chlorobenzyI, 

2-chlorobenzylsulfanyImethyl, 4-chlorobenzylsuIfanylmethyl, 2-(2-chlorophenylsulfanyl)ethyl, 
4-cyanobenzyI, 3,4-dichlorobenzyIsulfanylmethyl, 1,6-dichlorobenzyl, 
3,5-dimethylbenzylsulfanyImethyl, 2-fluorobenzyl, 4-fluorobenzyl, 
2-fluorobenzylsulfanylmethyl, l-formylindol-3-ylmethyl, indoI-3-ylmethyl, 

2- iodobenzylsulfanylmethyl, 2-methylbenzylsulfanylmethyI, 3-methylbenzylsulfanyImethyl, 

3- methylbenzylsuIfanylmethyl, 4-methyIbenzylsulfanylmethyl, 2-(2-methyIphenyIsulfanyl)ethyl, 

4- methoxybenzyl, 4-methoxybenzylsulfanylmethyI, 4-methoxybenzylsulfinylmethyl, 
naphth-2-ylmethyl, naphth-2-ylmethylsulfanylmethyI, 3-nitrobenzyl, 
1-nitrobenzylsulfanylmethyl, 2-nitrobenzylsulfanylmethyl, 3-nitrobenzylsulfanylmethyl, 
4-nitrobenzylsulfanylmethyl, 4-nitrobenzyl, pentafluorobenzylsulfanylmethyl, phenylamino, 
phenethyl, phenethyloxy, 2-phenoxyethyI, 2-phenoxyethyl 2-phenylsulfanylethyl, 
pyrid-4-ylmethyI, pyrid-2-ylmethylsulfanylmethyl, pyrid-3-ylmethylsulfanyImethyl, 
pyrid-4-ylmethylsulfanyImethyl, 2-pyrid-2-ylsulfanylethyl, 2-pyrid~4-ylsulfanylethyl, 
thiazoI-5-yl, thien-2-ylmethyl, 4-trifluoromethylbenzylsulfanylmethyl, 

3- trifluoromethylbenzyIsulfanylmethyl, 3-trifluoromethoxybenzylsulfanylmethyl, 

4- trifluoromethoxybenzylsulfanylmethyl or 4-trifluorosulfanylbenzylsulfanylmethyl; and the 
//-oxide derivatives, prodrug derivatives, protected derivatives, individual isomers and 
mixtures of isomers; and the pharmaceutical^ acceptable salts thereof. 

19. The compound of Claim 18 which is selected a group from consisting of: 
^V-(2-benzylsulfanyl-l/?-cyanomethylcarbamoylethyl)-4-hydroxybenzamide; 
A^-[2-(2-bromobenzylsulfanyl)-l/fK:yanomethylcarbamoylethyl]benzaniide; 
A^-[li?K:yanomethylcarbamoyl-2-(2-iodobenzylsulfanyl)ethyl]benzamide; 
//-[l/?-cyanomethylcarbamoyl-2-(2-cyanobenzylsulfanyl)ethyl]morpholine- 

4-carboxamide; 

7V-[3-(2-chlorophenylsulfanyl)-17?-cyanomethylcarbamoylpropyl]benzamide; 
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N-[ 1 /?^yanomethylcarbamoyl-2-(2-nitrobenzyIsulfanyl)elhyl]morpholine- 



4-carboxamide 



//-[l/?^yanomethylcarbamoyI-2-(2-methyIbenzylsulfanyl)ethyl]morpholine- 
4-carboxamide; and 



5 



A^-[ l/?^yanomethylcarbamoyI-2-(2-methylbenzylsulfanyl)ethyl]benzaniide; and the 



N-oxide derivatives, prodrug derivatives, protected derivatives, individual isomers and 
mixtures of isomers; and the pharmaceutical ly acceptable salts thereof. 

20. A method of treating a disease in an animal in which cathepsin S activity 

contributes to the pathology and/or symptomatology of the disease, which method comprising 
10 administering to the animal a therapeutically effective amount of a compound of Formula (!):_ 




(D 



in which: 



RM 



is a group of Formula (a) or (b): 




8 



00 



(b) 



15 wherein: 



X 1 and X 2 independently are -C(O)- or -CH 2 S(0) 2 -; 

R 5 and R 6 are hydrogen or (C,. 6 )alkyl; 

R 7 and R 8 are hydrogen or (C,_ 6 )alkyl or as defined below; 

R 9 and R 10 independently are (i) (C 1 . 6 )alkyl optionally substituted with cyano, 



20 



halo or nitro or (ii) a group selected from -X 3 NR I2 R 12 , -X 3 NR ,2 C(0)OR 12 , 
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-X 3 NR I2 C(0)NR ,2 R* 2 , -X 3 NR ,2 C(NR ,2 )NR ,2 R' 2 , -X 3 OR 12 , -X 3 SR 12 , 
-X 3 C(0)OR 12 , -X 3 C(0)NR ,2 R 12 , -X 3 S(0) 2 NR ,2 R' 2 , -X 3 P(0)(OR ,2 )OR 12 , 
-X 3 OP(0)(OR ,2 )OR 12 , -X 3 NR 12 C(0)R 13 , -X 3 S(0)R 13 , -X 3 S(0) 2 R 13 , -X 3 C(0)R' 3 , 
-X 3 C(0)R« 4 , -X 3 C(0)OR 14 , -X 3 OG(0)R M , -X 3 NR 1S C(0)R 14 , -X 3 NR ,s C(0)OR u , 
-X 3 C(0)NR ,4 R 15 , -X 3 S(0) 2 NR ,4 R 15 , -X 3 NR ,5 C(0)NR 14 R 15 , 
-X 3 NR ,5 C(NR 1S )NR ,4 R 15 , -X 4 SR 14 -X 4 S(0)R 14 , -X 4 S(0) 2 R 14 , -X 4 OR 14 , or 
-X 4 NR 14 R' 5 , wherein X 3 is (C I6 )alkylene, X 4 is a bond or (C I6 )alkylene, R 12 at each 
occurrence independently is hydrogen, (C,^)alkyl or halo-substituted (C,. 3 )alkyl, R 13 
is (C,. 6 )alkyl or halo-substituted (C,. 3 )alkyl, R 14 is (C^^^ycloalkyKC^alkyl,. 
hetero(C3_, 2 )cycloalkyl(Co^)alkyl,(^^ 

(C 9 . 12 )polycycloaryl(Co^)alkyl or hetero(C 8 . l2 )polycycloaryl(Co^)alkyl and R 15 is 
hydrogen or (C,^)alkyl, and wherein within R 14 said cycloalkyl, heterocycloalkyl, aryl, 
heteroaryl, polycycloaryl or heterpolycycloaryl ring optionally is substituted by a 
group selected from -R 16 , -X 4 OR 16 , -X 4 SR 16 , -X 4 S(0)R 16 , -X 4 S(0) 2 R 16 , 
-X 4 C(0)R 16 , -X 4 C(0)OR' 6 , -X 4 OC(0)R 16 , -X 4 NR ,6 R 17 , -X 4 NR I7 C(0)R 16 , 
-X 4 NR 17 C(0)OR' 6 , -X 4 C(0)NR ,6 R 17 , -X 4 S(0) 2 NR 16 R n , -X 4 NR ,7 C(0)NR 16 R n or 
-X 4 NR 17 C(NR ,7 )NR ,6 R 17 , wherein X 4 is a bond or (C lj6 )alkylene, R 16 is hydrogen or 
(C,^)alkyl and R 17 is (C 3 ., 2 )cycloalkyl(C 0 .6)alkyl ) hetero(C3., 2 )cycloalkyl(Co^)alkyl, 
(Ce-^aryKCo^alkyl, hetero(C 5 . 12 )aryl(CV 6 )alkyl, (C 9 . I2 )polycycloaryl(C (W )alkyl or 
hetero(C 8 ., 2 )polycycloaryI(C a< )alkyl, or (iii) a group selected from 
(C3-, 2 )cycloalkyl(<^)alkyl,hete^^^ 

hetero(C 5 . 12 )aryl(CV6)alkyl, (C< M2 )polycycloaryl((V 6 )alkyl and 
hetero(C 8 . 12 )polycycloaryl(C 0 ^)alkyl, wherein said cycloalkyl, heterocycloalkyl, aryl, 
heteroaryl, polycycloaryl or heterpolycycloaryl ring optionally is substituted by a 
group selected from -R 16 , -X 4 OR 16 , -X 4 SR 16 , -X 4 S(0)R 16 , -X 4 S(0) 2 R 16 , 
-X 4 C(0)R 16 , -X 4 C(0)OR 16 , -X 4 OC(0)R 16 , -X 4 NR I6 R 17 , -X 4 NR ,7 C(0)R 16 , 
-X 4 NR ,7 C(0)OR 16 , -X 4 C(0)NR ,6 R 17 , -X 4 S(0) 2 NR I6 R 17 , -X 4 NR ,7 C(0)NR ,6 R 17 or 
-X 4 NR ,7 C(NR ,7 )NR I6 R n , wherein X 4 , R 16 and R 17 are as defined above; wherein 
within R 9 and/or R 10 any alicyclic or aromatic ring system present may be substituted 
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further by 1 to 5 radicals independently selected from (C,^)alkyl, (C,^)alkylidene, 
cyano, halo, halo-substituted (C M )alkyl, nitro, -X 4 NR ,2 R 12 , -X 4 NR ,2 C(0)OR 12 , 
-X 4 NR ,2 C(0)NR ,2 R 12 , -X 4 NR 1 2 C(NR 1 2 )NR 1 2 R 1 2 , -X 4 OR' 2 , -X 4 SR 12 , 
-X 4 C(0)OR 12 , -X 4 C(0)NR' 2 R 12 , -X 4 S(0) 2 NR 12 R' 2 , -X 4 P(0)(OR 4 )OR 12 , 
-X 4 OP(0)(OR I2 )OR' 2 , -X 4 OC(0)R 13 , -X 4 NR ,2 C(0)R 13 , -X 4 S(0)R 13 , -X 4 S(0) 2 R 13 
and -X 4 C(0)R 13 , wherein X 4 , R 12 and R' 3 are as defined above, or 

R 9 taken together with R 7 and/or R 10 taken together with R 8 form 
trimethylene, tetramethylene or phenylene-l,2-di methylene, optionally substituted with 
hydroxy, oxo or methylene; and 

R" is -X 5 X 6 R' 8 , wherein X 5 is -C(O)-, -C(0)C(0)- or -S(0) 2 -, X 6 is a 
bond, -O- or -NR' 9 -, wherein R 19 is hydrogen or (C,^)alkyl, and R 18 is 
0) (Ci., 0 )alkyl optionally substituted by cyano, halo, nitro, -NR I2 R 12 , 
-NR ,2 C(0)OR 12 , -NR 12 C(0)NR ,2 R 12 , -NR ,2 C(NR ,2 )NR 12 R 12 , -OR 12 , -SR 12 , 
-C(0)OR 12 , -C(0)NR l2 R 12 , -S(0) 2 NR 12 R 12 , -P(0)(OR ,2 )OR 12 , 
-OP(0)(OR 12 )OR 12 , -NR I2 C(0)R 13 , -S(0)R 13 , -S(0) 2 R 13 , -C(0)R 13 , -OR 20 , -SR 20 , 
-S(0)R 20 , -S(p) 2 R 20 y -C(0)R 20 , -CCOOR 20 , -CCONR 2 ^ 21 , -NR 2 ^ 21 , 
-NR 21 C(0)R 20 , -NR 2, C(O)OR 20 ,-NR 2, C(O)NR 20 R 21 or-NR 2, C(NR 2, )NR 20 R 21 , 
wherein R 12 and R 13 are as defined above, R 20 is (G^cycloalkyKCo^alkyl, 
heteroCC^.^ycloalkyKCc^alkyl^C^j^aryKC^alkyl, hetero(C 5 . 12 )aryl(C< M ;)alkyl, 
(C 9 . 12 )bicycloaryl(CV 6 )alkyl or hetero(C 8 ., 2 )bicycIoaryl(C (W )alkyl and R 21 at each 
occurrence independently is hydrogen or (C,^)alkyl, or 
(ii) (C 3 ., 2 )cycloalkyl(C 0 .6)alkyl, hetero(C 3 . 12 )cycloalkyl(C (W )alkyl, 
(C 6 ., 2 )aiyl(C (W ;)alkyl, hetero(C 5 . I2 )aryl(CV 6 )a]kyl, (C 9 . I2 )bicycloaryl(C (Wi )alkyl or 
hetero(C8. 12 )bicycloaryl(C (W )alkyl or (iii) (C^)cycloalkyl(Co^)alkyl, 
heteroCC^^ycloalkyKC^alkyl, phenyKQ^alkyl or hetero(C 5 ^)aryl(C (W )alkyl, 
wherein said cycloaJkyl, heterocycloalkyl, phenyl or heteroaryl is substituted by 
-X'OR 22 , -X 4 SR 22 , -X 4 S(0)R 22 , -X 4 S(0) 2 R 22 , -X 4 C(0)R 22 , -X 4 C(0)OR 22 > 
-X 4 C(0)NR 22 R 23 , -X 4 NR 22 R 23 , -X 4 NR 23 C(0)R 22 , -X 4 NR 23 C(0)OR 22 , 
^"NR^C^NR^R 23 or -X 4 NR 23 C(NR 23 )NR 22 R 23 , wherein X 4 is as defined above, 
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R 22 is (C 3< )cycloalkyI(C 0 ^)alkyl, hetero(C«)cycloalkyl(Co. 6 )alkyl, phenyKQ^alkyl 
or hetero(Cs. 6 )aryl(Co^)alky] and R 23 at each occurrence independently is hydrogen 
or (C,^)alkyl; wherein within R" any alicyclic or aromatic ring system present may be 
substituted further by 1 to 5 radicals independently selected from (C,^)alkyl, 
5 (C,. 6 )alkylidene, cyano, halo, halo-substituted (C^alkyl, nitro, -X 4 NR 12 R 12 , 

-X 4 NR 12 C(0)OR 12 , -X 4 NR ,2 C(0)NR I2 R 12 , -X 4 NR ,2 C(ISfR ,2 )NR ,2 R ,2 t -X 4 OR' 2 , 
-X 4 SR 12 , -X 4 C(0)OR 12 , -X 4 C(0)NR ,2 R 12 , -X 4 S(0) 2 NR I2 R' 2 , -X 4 P(0)(OR 3 )OR 12 , 
-X 4 OP(0)(OR 3 )OR' 2 , -X 4 OC(0)R 13 , -X 4 NR l2 C(0)R 13 , -X 4 S(0)R 13 , -X 4 S(0) 2 R 13 
and -X 4 C(0)R 13 , wherein X 4 , R 12 and R 13 are as defined above; 
10 R 2 is hydrogen or (C^alkyl or as defined below; 

R 3 is hydrogen, (C,^)alkyl or as defined belowi and 

R 4 is (i) hydrogen or (C t . 6 )alkyl, wherein said alkyl is optionally substituted with 
cyano, halo, nitro, -NR 12 R 12 , -NR I2 C(0)OR 12 , -NR I2 C(0)NR 12 R 12 , 
-NR ,2 C(NR 12 )NR ,2 R 12 , -OR 12 , -SR' 2 , -C(0)OR 12 , -C(0)NR ,2 R 12 , -S(0) 2 NR 12 R 12 , 

15 -P(0)(OR l2 )OR 12 , -OP(0)(OR l2 )OR 12 , -NR 12 C(0)R» 3 , -S(0)R 13 , -S(0) 2 R 13 , -C(0)R 13 , 
-OR 14 , -SR 14 , -S(0)R 14 , -S(0) 2 R 14 , -C(0)R u , -C(0)OR 14 , -OC(0)R 14 , -NR ,4 R ,S , 
-NR ,5 C(0)R 14 , -NR ,5 C(0)OR 14 , -C(0)NR ,4 R 15 , -S(0) 2 NR ,4 R ,s , -NR ,5 C(0)NR 14 R ,s or 
-NR IS C(NR I5 )NR 14 R 15 , wherein R 12 , R 13 , R 14 and R' 5 are as defined above, or (ii) a group 
selected from (C 3 _, 2 )cycioalkyl(C 0 _ 6 )alkyl, hetero(C 3 ., 2 )cycloalkyl(C 0 ^)alkyl, 

20 (Ct^aryl^alkyl, heteroCC^aryKCo^alkyl, (C 9 . 12 )polycycloaryl(C <Wi )alkyl and 
hetero(Cg., 2 )polycycloaryl(Co^)alkyl, wherein said cycloalkyl, heterocycloalkyl, aryl, 
heteroaryl, polycycloaryl or heterpolycycloaryl ring optionally is substituted by a group 
selected from -R 16 , -X 4 OR 16 , -X 4 SR 16 , -X 4 S(0)R 16 , -X 4 S(0) 2 R 16 , -X 4 C(0)R 16 , 
-X 4 C(0)OR 16 , -X 4 OC(0)R 16 , -X 4 NR I6 R 17 , -X 4 NR 17 C(0)R 16 , -X 4 NR I7 C(0)OR 16 , 

25 -X 4 C(0)NR ,6 R 17 , -X 4 S(0) 2 NR ,6 R 17 , -X 4 NR 17 C(0)NR I6 R 17 or -X 4 NR 17 C(NR 17 )NR ,6 R 17 , 
wherein X 4 , R 16 and R 17 are as defined above; wherein within R 9 and/or R 10 any alicyclic or 
aromatic ring system present may be substituted further by 1 to 5 radicals independently 
selected from (Chalky!, (C,^)alkylidene, cyano, halo, halo-substituted .(C w )alkyl, nitro, 
-X 4 NR ,2 R 12 , -X 4 NR I2 C(0)OR 12 , -X 4 NR ,2 C(0)NR 12 R , \ -X 4 NR ,2 C(NR ,2 )NR ,2 R 12 , 
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-X 4 OR 12 , -X 4 SR 12 , -X 4 C(0)OR 12 , -X 4 C(0)NR 12 R 12 , -X 4 S(0) 2 NR l2 R 12 , 
-X 4 P(0)(OR 3 )OR' 2 , -X 4 OP(0)(OR 3 )OR 12 , -X 4 OC(0)R 13 , -X 4 NR ,2 C(0)R 13 , -X 4 S(0)R ! \ 
-X 4 S(0) 2 R 13 and -X 4 C(0)R 13 , wherein X 4 , R 12 and R 13 are as defined above, or 

R 4 and R 2 taken together form trimethylene, tetramethylene or 
5 phenylene-l,2-dimethylene, optionally substituted with hydroxy, oxo or methylene, or 

R 4 and R 3 together with the carbon atom to which both R 4 and R 3 are attached form 
(C 3 . 8 )cycloalkylene or (C 3 _ 8 )heterocycloalkyIene; or an //-oxide derivative, prodrug 
derivative, individual isomer and mixtures of isomers; or a pharmaceutically acceptable salt 
thereof, but excluding compounds of the formula 



10 




in which R 3 and R 4 are each hydrogen or (C,^)alkyl, or together with the carbon atom to 
which they are both attached form (C^cycloalkylene; R 5 is hydrogen or (C,^)alkyl; R 9 is 
(C 6 ., 2 )aryl(C,. 6 )alkyl, hetero(C 5 . 12 )aryl(C 1 ^)aIkyl, (C^alkyl or cyclohexylmethyl; and R n is 
C(0)R 18 wherein R 18 is hetero(C 3 . 12 )cycloalkyl, (C 6 . 12 )aryl(C 0 ^)alkyl or hetero(C 5 . 12 )aryl(CV 
15 6 )alkyl. 



-123- 



\. Docket No. 408 

2 1 . The use of a compound of Formula (I): 



R 2 




in which: 

R 1 is a group of Formula (a) or (b): 



5 




(a) (b) 



wherein: 

X' and X 2 independently are -C(O)- or -CH 2 S(0) 2 -; 

R 5 and R 6 are hydrogen or (C,^)alkyl; 

R 7 and R 8 are hydrogen or (C,^)alkyl or as defined below; 
10 R 9 and R 10 independently are (i) (C^alkyl optionally substituted with cyano, 

halo or nitro or (ii) a group selected from -X 3 NR ,2 R 12 , -X 3 NR 12 C(0)OR 12 , 
-X 3 NR 12 C(0)NR I2 R 12 , -X 3 NR ,2 C(NR ,2 )NR ,2 R 12 , -X 3 OR 12 , -X 3 SR 12 , 
-X 3 C(0)OR 12 , -X 3 C(0)NR 12 R 12 , -X 3 S(0) 2 NR I2 R 12 , -X 3 P(0)(OR 12 )OR 12 , 
-X 3 OP(0)(OR ,2 )OR 12 , -X 3 NR 12 C(0)R 13 , -X 3 S(0)R 13 , -X 3 S(0) 2 R 13 , -X 3 C(0)R' 3 , 
15 -X 3 C(0)R u , -X 3 C(0)OR 14 , -X 3 OC(0)R 14 , -X 3 NR ,5 C(0)R 14 , -X 3 NR ,5 C(0)OR 14 , 

-X 3 C(0)NR 14 R 15 , -X 3 S(0) 2 NR ,4 R 15 , -X 3 NR ,s C(0)NR I4 R IS , 
-X 3 NR I5 C(NR ,5 )NR ,4 R ,S , -X 4 SR 14 -X 4 S(0)R 14 , -X 4 S(0) 2 R 14 , -X 4 OR 14 , or 
-X 4 NR ,4 R 15 , wherein X 3 is (C,^)alkylene, X 4 is a bond or (C,^)alkylene, R 12 at each 
occurrence independently is hydrogen, (C,^)alkyl or halo-substituted (C t . 3 )alkyl, R 13 
20 is (C,^)alkyl or halo-substituted (C,. 3 )alkyl, R' 4 is (C^^ycIoalkyKCo^alkyl, 

hetero(C 3 . I2 )cycloalkyl(Q. 6 )alkyl,(C 6 . 12 )aryl(C 0 . 6 )alkyl,hetero(C 5 . I2 )aryl(C a< i)alkyl, 
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(C 9 .i 2 )poIycycIoaryl(Co^)alkyl or hetero(C 8 . I2 )polycycIoaryl(C 0< )alkyI and R ,s is 
hydrogen or (C,. 6 )alkyl, and wherein within R M said cycloalkyl, heterocycloalkyl, aryl, 
heteroaryl, polycycloaryl or heterpolycycloaryl ring optionally is substituted by a 
group selected from -R 16 , -X 4 OR 16 , -X 4 SR 16 , -X 4 S(0)R 16 , -X 4 S(0) 2 R 16 , 
-X 4 C(0)R 16 , -X 4 C(0)OR 16 , -X 4 OC(0)R 16 , -X 4 NR ,6 R n , -X 4 NR l7 C(0)R 16 , 
-X 4 NR 17 C(0)OR 16 , -X 4 C(0)NR 16 R n , -X 4 S(0) 2 NR ,6 R 17 , -X 4 NR ,7 C(0)NR ,6 R' 7 or 
-X 4 NR ,7 C(NR ,7 )NR 16 R' 7 , wherein X 4 is a bond or (C,. 6 )alkylene, R 16 is hydrogen or 
(C,. 6 )alkyl and R 17 is (C 3 . I2 )cycloaIkyl(C 0 . 6 )aIkyl, hetero(C 3 . I2 )cycloalkyl(C 0 . 6 )alkyl > 
(C 6 . 12 )ary.l(C 0 . 6 )alkyl, hetero(C 5 ., 2 )aryl(Co. 6 )alkyl, (C 9 . I2 )polycycloaryI(Co. 6 )alkyl or 
hetero(C 8 ., 2 )polycycloaryl(C 06 )alkyl, or (iii) a group selected from 
(C3., 2 )cycIoalkyl(C 0 . 6 )alkyl^ 

hetero(C 5 . 12 )aryl(Co.6)alkyl, (C 9 . I2 )polycycloaryl(Co. 6 )alkyl and 

hetero(C 8 . 12 )polycycloaryl(C 0 . 6 )alkyl, wherein said cycloalkyl, heterocycloalkyl, aryl, 
heteroaryl, polycycloaryl or heterpolycycloaryl ring optionally is substituted by a 
group selected from -R 16 , -X 4 OR 16 , -X 4 SR 16 , -X 4 S(0)R 16 , -X 4 S(0) 2 R' 6 , 
-X 4 C(0)R 16 , -X 4 C(0)OR 16 , -X 4 OC(0)R 16 , -X 4 NR 16 R 17 , -X 4 NR ,7 C(0)R 16 , 
-X 4 NR ,7 C(0)OR 16 , -X 4 C(0)NR 16 R 17 , -X 4 S(0) 2 NR' 6 R 17 , -X 4 NR 17 C(0)NR 16 R 17 or 
-X 4 NR l7 C(NR ,7 )NR I6 R n , wherein X 4 , R 16 and R 17 are as defined above; wherein 
within R 9 and/or R 10 any alicyclic or aromatic ring system present may be substituted 
further by 1 to 5 radicals independently selected from (C,^)alkyl, (C,^)alkylidene, 
cyano, halo, halo-substituted (C^alkyl, nitro, -X 4 NR I2 R 12 , -X 4 NR 12 C(0)OR' 2 , 
-X 4 NR ,2 C(0)NR ,2 R 12 , -X 4 NR 12 C(NR ,2 )NR ,2 R 12 , -X 4 OR 12 , -X 4 SR 12 , 
-X 4 C(0)OR 12 , -X 4 C(0)NR 12 R 12 , -X 4 S(0) 2 NR I2 R 12 , -X 4 P(0)(OR 4 )OR 12 , 
-X 4 OP(0)(OR ,2 )OR 12 , -X 4 OC(0)R 13 , -X 4 NR ,2 C(0)R ,3 ) -X 4 S(0)R 13 , -X 4 S(0) 2 R 13 
and -X 4 C(0)R 13 , wherein X 4 , R 12 and R 13 are as defined above, or 

R 9 taken together with R 7 and/or R'° taken together with R 8 form 
trimethylene, tetramethylene or phenylene-l,2-dimethylene, optionally substituted with 
hydroxy, oxo or methylene; and 

R" is -X 5 X 6 R 18 , wherein X s is -C(OK -C(0)C(0)- or -S(0) 2 -, X 6 is a 
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bond, -O- or -NR 19 -, wherein R 19 is hydrogen or (C,_*)alkyl, and R 18 is 
(0 (C M0 )a!kyI optionally substituted by cyano, halo, nitro, -NR 12 R 12 , 
-NR ,2 C(0)OR 12 , -NR ,2 C(0)NR l2 R 12 , -NR ,2 C(NR 12 )NR ,2 R 12 , -OR 12 , -SR 12 , 
-C(0)OR 12 , -C(0)NR 12 R 12 , -S(0) 2 NR ,2 R 12 , -P(0)(OR ,2 )OR 12 , 
-OP(0)(OR ,2 )OR 12 , -NR 12 C(0)R 13 , -S(0)R 13 , -S(0) 2 R 13 , -C(0)R 13 , -OR 20 , -SR 20 , 
-S(0)R 20 , -S(0) 2 R 20 , -C(0)R 20 , -CCO^R^-C^NR 2 ^ 21 , -NR 2 ^ 21 , 
-NR 21 C(0)R 20 , -NR 2, C(O)OR 20 ,-NR 2, C(O)NR 20 R 21 or -NR 2, C(NR 21 )NR 20 R 21 , 
wherein R 12 and R 13 are as defined above, R 20 is (C^^ycloalkyKQ^alkyl, 

hetero(C 3 . 12 )cycloalkyl(Co. 6 )alkyl, (C 6 . 12 )aryl(C 0 . 6 )alkyl, hetero(C 5 _ 12 )aiyl(Co_ 6 )alkyl, 

(C 9 ., 2 )bicycloaryl(Co. 6 )alkyl or hetero(C 8 . 12 )bicycloaryl(C 0 6 )alkyl and R 21 at each 
occurrence independently is hydrogen or (C,. 6 )alkyl, or 
(ii) (C 3 _, 2 )cycloalkyl(Co_ 6 )alkyl, hetero(C 3 _ 12 )cycloalkyl(C 0 _ 6 )alkyl, 
(C6., 2 )aryl(Co. 6 )alkyl, hetero(C 5 _ 12 )aryl(Co- 6 )alkyl, (C 9 _ 12 )bicycloaryl(Co_ 6 )alkyl or 
hetero(C 8 ., 2 )bicycloaryl(C 0 . 6 )alkyl or (iii) (C 3 . 6 )cycloalkyl(Co_ 6 )alkyl, 
hetero(C 3 . 6 )cycloalkyl(C 0 ^)alkyl, phenyl(Co_ 6 )alkyl or hetero(C 5 _ 6 )aryl(Co_ 6 )alkyl, 
wherein said cycloalkyl, heterocycloalkyl, phenyl or heteroaryl is substituted by 
-X 4 OR 22 , -X 4 SR 22 , -X 4 S(0)R 22 , -X 4 S(0) 2 R 22 , -X 4 C(0)R 22 , -X 4 C(0)OR 22 , 
-X 4 C(0)NR 22 R 23 , -X 4 NR 22 R 23 , -X 4 NR 23 C(0)R 22 , -X 4 NR 23 C(0)OR 22 , 
-X 4 NR 23 C(0)NR 22 R 23 or -X 4 NR 23 C(NR 23 )NR 22 R 23 , wherein X 4 is as defined above, 
R 22 is (C 3 ^)cycloalkyl(Co^)alkyl, hetero(C 3 ^)cycloalkyl(C^ 6 )alkyl, phenyKQ^alkyl 
or hetero(C5^)aryl(Co^)alkyl and R 23 at each occurrence independently is hydrogen 
or (C,^)alkyl; wherein within R 11 any alicyclic or aromatic ring system present may be 
substituted further by 1 to 5 radicals independently selected from (C Jj6 )alkyl, 
(C^alkylidene, cyano, halo, halo-substituted (C^alkyl, nitro, -X 4 NR 12 R 12 , 
-X 4 NR 12 C(0)OR 12 , -X 4 NR 12 C(0)NR I2 R 12 , -X 4 NR I2 C(NR 12 )NR I2 R 12 , -X 4 OR 12 , 
-X 4 SR 12 , -X 4 C(0)OR 12 , -X 4 C(0)NR ,2 R 12 , -X 4 S(0) 2 NR I2 R 12 , -X 4 P(0)(OR 3 )OR 12 , 
-X 4 OP(0)(OR 3 )OR 12 , -X 4 OC(0)R 13 , -X 4 NR 12 C(0)R 13 , -X 4 S(0)R 13 , -X 4 S(0) 2 R 13 
and -X 4 C(0)R 13 , wherein X 4 , R 12 and R 13 are as defined above; 
R 2 is hydrogen or (C,^)alkyl or as defined below; 
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R 3 is hydrogen, (C,^)alkyl or as defined below; and 

R 4 is (i) hydrogen or (C,. 6 )alkyl, wherein said alkyl is optionally substituted with 
cyano, halo, nitro, -NR I2 R 12 , -NR ,2 C(0)OR 12 , -NR ,2 C(0)NR l2 R 12 , 
-NR ,2 C(NR ,2 )NR ,2 R 12 , -OR 12 , -SR 12 , -C(0)OR 12 , -C(0)NR ,2 R' 2 , -S(0) 2 NR 12 R' 2 , 
5 -P(0)(OR ,2 )OR' 2 , -OPCOKOR'^OR' 2 , -NR ,2 C(0)R 13 , -S(0)R 13 , -S(0) 2 R 13 , -C(0)R' 3 , 
-OR 14 , -SR 14 , -S(0)R 14 , -S(0) 2 R 14 , -C(0)R 14 , -C(0)OR M , -OC(0)R 14 , -NR 14 R 15 , 
-NR l5 C(0)R' 4 , -NR 15 C(0)OR 14 , -C(0)NR ,4 R ,s , -S(0) 2 NR ,4 R 1S , -NR ,S C(0)NR I4 R' 5 or 
-NR I5 C(NR ,S )NR 14 R' 5 , wherein R' 2 , R 13 , R 14 and R 15 are as defined above, or (ii) a group 
selected from (C 3 . I2 )cycloalkyl(C 0 . 6 )alkyl, hetero(C3. 12 )cycloaIkyl(C 0 . 6 )alkyl, 

10 (C 6 . I2 )aryl(C (Mi )alkyl, hetero(C 5 . 12 )aryl(Co^)alkyl, (C 9 . I2 )polycycloaryl(C 0 6 )alkyl and 
hetero(C 8 ., 2 )polycycloaryl(C 0 .6)alkyli wherein said cycloalkyl, heterocycloalkyl r aryl, 
heteroaryl, polycycloaryl or heterpolycycloaryl ring optionally is substituted by a group 
selected from -R 16 , -X 4 OR 16 , -X 4 SR 16 , -X 4 S(0)R 16 , -X 4 S(0) 2 R 16 , -X 4 C(0)R 16 , 
-X 4 C(0)OR 16 , -X 4 OC(0)R 16 , -X 4 NR ,6 R' 7 , -X 4 NR l7 C(0)R 16 , -X 4 NR ,7 C(0)OR' 6 , 

15 -X 4 C(0)NR 16 R 17 , -X 4 S(0) 2 NR ,6 R n , -X 4 NR ,7 C(0)NR ,6 R 17 or -X 4 NR"C(NR I7 )NR ,6 R 17 , 

wherein X 4 , R' 6 and R 17 are as defined above; wherein within R 9 and/or R 10 any alicyclic or 
aromatic ring system present may be substituted further by 1 to 5 radicals independently 
selected from (C,. 6 )alkyl, (C,^)alkylidene, cyano, halo, halo-substituted (C,. 4 )alkyl, nitro, 
-X 4 NR ,2 R' 2 , -X 4 NR ,2 C(0)OR 12 , -X 4 NR l2 C(0)NR I2 R 12 , -X 4 NR ,2 C(NR ,2 )NR ,2 R' 2 , 

20 -X 4 OR 12 , -X 4 SR 12 , -X 4 C(0)OR' 2 , -X 4 C(0)NR ,2 R 12 , -X 4 S(0) 2 NR I2 R 12 , 

-X 4 P(0)(OR 3 )OR 12 , rX 4 OP(0)(OR 3 )OR 12 , -X 4 OC(0)R 13 , -X 4 NR ,2 C(0)R 13 , -X 4 S(0)R 13 , 
-X 4 S(0) 2 R 13 and -X 4 C(0)R 13 , wherein X 4 , R 12 and R 13 are as defined above, or 

R 4 and R 2 taken together form trimethylene, tetramethylene or 
phenylene-l,2-dimethylene, optionally substituted with hydroxy, oxo or methylene, or 

25 R 4 and R 3 together with the carbon atom to which both R 4 and R 3 are attached form 

(C3. 8 )cycloalkylene or (C 3 . 8 )heterocycloalkylene; or an N-oxide derivative, prodrug 
derivative, individual isomer and mixtures of isomers; or a pharmaceutical^ acceptable salt 
thereof, but excluding compounds of the formula 
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in which R 3 and R 4 are each hydrogen or (C,. 6 )alkyl, or together with the carbon atom to 
which they are both attached form (C 3 _ 5 )cycloaIkylene; R 5 is hydrogen or (C^alkyl; R 9 is 
( C 6-i2) ar yKC,. 6 )alkyl, hetero(C 5 ., 2 )aryI(C 1 . 6 )aIkyl, (C 4 . 5 )alkyl or cyclohexylmethyl; and R 11 is 
5 C(0)R 18 wherein R 18 is hetero(C 3 _ l2 )cycloalkyl, (C 6 . 12 )aryl(C 0 6 )alkyI or-hetero(C 5 _ l2 )aryl(Co_ 
6 )alkyl, in the manufacture of a medicament for treating a disease in an animal in which 
cathepsin S activity contributes to the pathology and/or symptomatology of the disease. 



22. A process for preparing a compound of Formula I: 

R 2 

R 
I 

10 in which: 

R' is a group of Formula (a) or (b): 

R 5 R 9 R 8 R 5 R 9 

R 7 R 6 R 10 R 7 

(a) (b) 

wherein: 

X 1 and X 2 independently are -C(O)- or -CH 2 S(0) 2 -; 
15 R 5 and R 6 are hydrogen or (C,_ 6 )alkyl; 
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R 7 and R 8 are hydrogen or (C t . 6 )alkyl or as defined below; 

R 9 and R 10 independently are (i) (C,. 6 )alkyl optionally substituted with cyano, 
halo, nitro, -NR I2 R 12 , -NR 12 C(0)OR 12 , -NR ,2 C(0)NR I2 R 12 , 
-NR ,2 C(NR ,2 )NR ,2 R 12 , -OR 12 , -SR 12 , -C(0)OR 12 , -C(0)NR ,2 R 12 , -S(0) 2 NR 12 R 12 , 
-P(0)(OR ,2 )OR 12 , -OP(0)(OR 12 )OR' 2 , -NR ,2 C(0)R 13 , -S(0)R 13 , -S(0) 2 R 13 , 
-C(0)R 13 , -OR 14 , -SR 14 , -S(0)R 14 , -S(0) 2 R 14 , -C(0)R 14 , -C(0)OR 14 , -OC(0)R' 4 , 
-NR 14 R 15 , -NR 15 C(0)R 14 , -NR 15 C(0)OR 14 , -C(0)NR 14 R 15 , -S(0) 2 NR ,4 R 15 , 
-NR ,5 C(0)NR 14 R 15 or -NR 1S C(NR 15 )NR 14 R 15 , wherein R 12 at each occurrence 
independently is hydrogen, (C,. 6 )alkyl or halp-substituted (C,. 3 )alkyl, R 13 is (C,. 6 )alkyl 
or halo-substituted (C,. 3 )alkyl, R 14 is (C 3 . 12 )cycloalkyl(C 0 . 6 )alkyl, 
hetero(C 3 . 12 )cycloalkyl(Co^)alkyl,(C^ 12 )aryl(Co^)alkyl,hetero(C s ., 2 )aryl(C^ 
(C 9 . 12 )polycycloaryl(Co. 6 )alkyl or hetero(C g l2 )polycycloaryl(C (w )alkyl and R' 5 is 
hydrogen or (C,. 6 )alkyl, and wherein within R 14 said cycloalkyl, heterocycloalkyl, aryl, 
heteroaryl, polycycloaryl or heterpolycycloaryl ring optionally is substituted by a 
group selected from -R 16 , -X 3 OR 16 , -X 3 SR 16 , -X 3 S(0)R 16 , -X 3 S(0) 2 R 16 , 
-X 3 C(0)R 16 , -X 3 C(0)OR 16 , -X 3 0C(0)R 16 , -X 3 NR 16 R 17 , -X 3 NR 17 C(0)R 16 , 
-X 3 NR 17 C(0)OR 16 , -X 3 C(0)NR 16 R 17 , -X 3 S(0) 2 NR ,6 R 17 , -X 3 NR 17 C(0)NR ,6 R' 7 or 
-X 3 NR 17 C(NR ,7 )NR 16 R 17 , wherein X 3 is a bond or (C,. 6 )alkylene, R 16 is hydrogen or 
(C,^)alkyl and R 17 is (C-^cycloalkyKCo^alkyl, hetero(C 3 ., 2 )cycloalkyl(C 0 ^)alkyl, 
(C 6 ., 2 )aryl(C a6 )alkyl, hetero(C s ., 2 )aryI(C (M ;)alkyl, (C 9 . 12 )polycycloaryl(Co^)alkyl or 
hetero(Cg.i2)polycycloaryl(Co. 6 )alkyI, or (ii) a group selected from 
(C3. I2 )cycloalkyl(CV6)alkyl, hetero(C 3 . I2 )cycloalkyl(C (Wi )alkyl, (C frl2 )aryl(C,«)alkyl, 
hetero(C5. I2 )aryl(CV6)alkyl, (C 9 . 12 )polycycloaryl(C (W )alkyl and 

hetero(Cg., 2 )polycycloaryl(C 0 . 6 )alkyl, wherein said cycloalkyl, heterocycloalkyl, aryl, 
heteroaryl, polycycloaryl or heterpolycycloaryl ring optionally is substituted by a 
group selected from -R 16 , -X 3 OR 16 , -X 3 SR 16 , -X 3 S(0)R 16 , -X 3 S(0) 2 R 16 , 
-X 3 C(0)R 16 , -X 3 C(0)OR 16 , -X 3 OC(0)R 16 , -X 3 NR 16 R 17 , -X 3 NR ,7 C(0)R 16 , 
-X 3 NR 17 C(0)OR 16 , -X 3 C(0)NR 16 R 17 , -X 3 S(0) 2 NR 16 R 17 , -X 3 NR ,7 C(0)NR ,6 R 17 or 
-X 3 NR ,7 C(NR ,7 )NR I6 R 17 , wherein X 3 , R 16 and R 17 are as defined above; wherein 
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within R 9 and/or R 10 any alicyclic or aromatic ring system present may be substituted 
further by 1 to 5 radicals independently selected from (C,. 6 )alkyl, (C^jalkylidene, 
cyano, halo, halo-substituted (C,. 4 )alkyl, nitro, -X 3 NR ,2 R' 2 , -X 3 NR l2 C(0)OR 12 , 
-X 3 NR ,2 C(0)NR 12 R 12 , -X 3 NR ,2 C(NR ,2 )NR ,2 R 12 , -X 3 OR 12 , -X 3 SR 12 , 
-X 3 C(0)OR 12 , -X 3 C(0)NR ,2 R' 2 , -X 3 S(0) 2 NR ,2 R 12 , -X 3 P(0)(OR 3 )OR' 2 , 
-X 3 OP(0)(OR 3 )OR 12 , -X 3 OC(0)R 13 , -X 3 NR 12 C(0)R 13 , -X 3 S(0)R 13 , -X 3 S(0) 2 R' 3 
and -X 3 C(0)R 13 , wherein X 3 , R 12 and R 13 are as defined above, or 

R 9 taken together with R 7 and/or R'° taken together with R 8 form 
trimethylene, tetramethylene or phenylene-l,2-di methylene, optionally substituted with 
hydroxy, oxo or methylene; and 

R" is -X 4 X 5 R' 8 , wherein X 4 is -C(O)-, -C(0)C(0)- or -S(0) 2 -, X s is a 
bond, -O- or -NR 19 -, wherein R 19 is hydrogen or (C,. 6 )alkyl, and R 18 is 
(0 (Ci.io)alkyl optionally substituted by cyano, halo, nitro, -NR 12 R 12 , 
-NR ,2 C(0)OR 12 , -NR ,2 C(0)NR ,2 R 12 , -NR 12 C(NR ,2 )NR ,2 R' 2 , -OR 12 , -SR' 2 , 
-C(0)OR 12 , -C(0)NR ,2 R 12 , -S(0) 2 NR l2 R 12 , -P(0)(OR ,2 )OR 12 , 
-OP(0)(OR ,2 )OR 12 , -NR 12 C(0)R 13 , -S(0)R 13 , -S(0) 2 R' 3 , -C(0)R 13 , -OR 20 , -SR 20 , 
-S(0)R 20 , -S(0) 2 R 20 , -C(0)R 20 , -C(0)OR 20 , -C(O)NR 20 R 21 , -NR 20 R 21 , 
-NR 2 'C(0)R 20 , -NR 2, C(O)OR 20 ,-NR 2l C(O)NR 20 R 2, or -NR 21 C(NR 2 ')NR 20 R 21 , 
wherein R 12 and R 13 are as defined above, R 20 is (C3., 2 )cycloalkyl(Co^)alkyl, 
hetero(C 3 ., 2 )cycloalkyl(C cwi )alkyl, (C 6 . I2 )aryl(C 0 ^)aikyl, hetero(C 5 . 12 )aryl(C (Mi )alkyl, 
(C 9 .i 2 )bicycloaryl(C 0 . 6 )alkyl or heteroCCg^bicycloaryKCV^alkyl and R 21 at each 
occurrence independently is hydrogen or (C,^)alkyl, or 
(ii) (C 3 ., 2 )cycloalkyl(C 0< )alkyl, heteroCC^^^ycloalkyKC^alkyl, 
(C^, 2 )aryl(Co. 6 )aIkyl, hetero(C s . )2 )aryl(C a6 )alkyl, (C 9 . I2 )bicycloaryl(C 0 . 6 )alkyl or 
hetero(C 8 ., 2 )bicycloaryl(C 0 . 6 )alkyl or (iii) (C 3 ^)cycloalkyl(Co^)alkyl, 
hetero(Cj_ 6 )cycloalkyl(Co. 6 )alkyl, phenyl (Co. 6 )alkyl or hetero(C 5 . 6 )aryl(C 0 _ 6 )alkyl, 
wherein said cycloalkyl, heterocycloalkyl, phenyl or heteroaryl is substituted by 
-X 3 OR 2 \ -X 3 SR 22 , -X 3 S(0)R 22 , -X 3 S(0) 2 R 22 , -X 3 C(0)R 22 , -X 3 C(0)OR 22 , 
-X 3 C(0)NR 22 R 23 , -X 3 NR 22 R 23 , -X 3 NR 23 C(0)R 22 , -X 3 NR 23 C(0)OR 22 , 
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-X 3 NR o C(0)NR 22 R 23 or -X 3 NR 23 C(NR 23 )NR 22 R 23 , wherein X 3 is as defined above, 
R 22 is (C 36 )cycloalkyl(C 0 . 6 )aIkyl, hetero(C 36 )cycIoalkyl(Co. 6 )aIkyl, phenyI(Co^)alkyl 
or hetero(C 5 . 6 )aryl(Co. 6 )aIkyl and R 23 at each occurrence independently is hydrogen 
or (C I 6 )aIkyl; wherein within R" any alicyclic or aromatic ring system present may be 
substituted further by 1 to 5 radicals independently selected from (C,. 6 )alkyl, 
(C,^)alkylidene, cyano, halo, halo-substituted (C,. 4 )alkyl, nitro, -X 3 NR ,2 R 12 , 
-X 3 NR' 2 C(0)OR 12 , -X 3 NR ,2 C(0)NR 12 R 12 , -X 3 NR' 2 C(NR I2 )NR 12 R 12 , -X 3 OR' 2 , 
-X 3 SR 12 , -X 3 C(0)OR' 2 , -X 3 C(0)NR ,2 R 12 , -X 3 S(0) 2 NR ,2 R 12 , -X 3 P(0)(0R 3 )0R 12 , 
-X 3 OP(0)(OR 3 )OR! 2 , -X 3 OC(0)R' 3 , -X 3 NR ,2 C(0)R' 3 , -X 3 S(0)R 13 , -X 3 S(0) 2 R' 3 
and -X 3 C(0)R 13 , wherein X 3 , R 12 and R 13 are as defined above; 
R 2 is hydrogen or (C,^)alkyl or as defined below; 
R 3 is hydrogen, (C,. 6 )alkyl or as defined below; and 

R 4 is (i) hydrogen or (C^alkyl, wherein said alkyl is optionally substituted with 
cyano, halo, nitro, -NR ,2 R 12 , -NR l2 C(0)OR 12 , -NR 12 C(0)NR 12 R 12 , 
-NR 12 C(NR I2 )NR ,2 R» 2 , -OR 12 , -SR 12 , -C(0)OR 12 , -C(0)NR 12 R 12 , -S(0) 2 NR I2 R' 2 , 
-P(0)(OR 12 )OR 12 , -OP(0)(OR ,2 )OR 12 , -NR 12 C(0)R 13 , -S(0)R 13 , -S(0) 2 R 13 , -C(0)R 13 , 
-OR 14 , -SR 14 , -S(0)R 14 , -S(0) 2 R 14 , -C(0)R 14 , -C(0)OR 14 , -OC(0)R 14 , -NR 14 R 15 , 
-NR 15 C(0)R 14 , -NR 15 C(0)OR 14 , -C(0)NR ,4 R 15 , -S(0) 2 NR 14 R 15 , -NR 15 C(0)NR ,4 R 15 or 
-NR 15 C(NR I5 )NR 14 R 15 , wherein R 12 , R 13 , R 14 and R 15 are as defined above, or (ii) a group 
selected from (Cj.^ycloalkyKCo^alkyl, hetero(C 3 . I2 )cycloalkyl(C (Wi )aIkyl, 
(Cc-i^aryK^alkyl, hetero(C 5 ., 2 )aryl(C (Mi )alkyl, (Q. 12 )polycycloaryl(Co*)alkyl and 
hetero(C 8 ., 2 )polycycloaryl(C 0 ^)alkyl, wherein said cycloalkyl, heterocycloalkyl, aryl, 
heteroaryl, polycycloaryl or heterpolycycloaryl ring optionally is substituted by a group 
selected from -R 16 , -X 3 OR 16 , -X 3 SR 16 , -X 3 S(0)R 16 , -X 3 S(0) 2 R 16 , -X 3 C(0)R 16 , 
-X 3 C(0)OR 16 , -X 3 OC(0)R 16 , -X 3 NR ,6 R 17 , -X 3 NR 17 C(0)R 16 , -X 3 NR 17 C(0)OR 16 , 
-X 3 C(0)NR 16 R 17 , -X 3 S(0) 2 NR 16 R 17 , -X 3 NR 17 C(0)NR 16 R 17 or -X 3 NR 17 C(NR 17 )NR 16 R 17 , 
wherein X 3 , R 16 and R 17 are as defined above; wherein within R 9 and/or R 10 any alicyclic or 
aromatic ring system present may be substituted further by 1 to 5 radicals independently 
selected from (C,^)alkyl, (C,^)alkylidene, cyano, halo, halo-substituted (C^alkyl, nitro, 
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-X 3 NR I2 R 12 , -X 3 NR ,2 C(0)OR 12 , -X 3 NR ,2 C(0)NR ,2 R 12 , -X 3 NR I2 C(NR 12 )NR ,2 R 12 , 
-X 3 OR 12 , -X 3 SR 12 , -X 3 C(0)OR 12 , -X 3 C(0)NR ,2 R 12 , -X 3 S(0) 2 NR ,2 R 12 , 
-X 3 P(0)(OR 3 )OR 12 , -X 3 OP(0)(OR 3 )OR 12 , -X 3 OC(0)R 13 , -X 3 NR l2 C(0)R 13 , -X 3 S(0)R 13 , 
-X 3 S(0) 2 R 13 and -X 3 C(0)R 13 , wherein X 3 , R 12 and R 13 are as defined above, or 
5 R 4 and R 2 taken together form trimethylene, tetramethylene or 

phenylene-l,2-dimethylene, optionally substituted with hydroxy, oxo or methylene, or 

R 4 and R 3 together with the carbon atom to which both R 4 and R 3 are attached form 
(C 3 _ 8 )cycloalkylene or (C 3 . 8 )heterocycloalkylene; and the A^-oxide derivatives, prodrug 
derivatives, protected derivatives, individual isomers and mixtures of isomers; and the 
10 pharmaceutical^ acceptable salts thereof; which process comprises: 
(A) reacting a compound of Formula 2: 




2 



or a protected derivative thereof, with a compound of the formula R ] OY, or a protected 
derivative thereof, in which Y is hydrogen or 2,5-dioxopyrrolidin-l-yl and each R\ R 2 , R 3 
15 and R 4 are as defined above; or 

(B) reacting a compound of Formula 3 : 



R 2 O 




3 

or a protected derivative thereof, with ammonia to provide a corresponding amide and then 
reacting the amide with trifluoroacetic anhydride, in which each R\ R 2 , R 3 and R 4 are as 
20 defined above; 
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(C) optionally deprotecting a protected derivative of a compound of Formula I to provide 
a corresponding unprotected derivative; 

(D) optionally converting a compound of Formula I into a pharmaceutically acceptable 
salt; 

5 (E) optionally converting a salt form of a compound of Formula I to non-salt form; 

(F) optionally converting an unoxidized form of a compound of Formula I into a 
pharmaceutically acceptable //-oxide; 

(G) optionally converting an //-oxide form of a compound of Formula I its unoxidized 
form; 

10 (H) optionally converting a non-derivatized compound of Formula I into a 
pharmaceutically prodrug derivative; and 

(I) optionally converting a prodrug derivative of a compound of Formula I to its 
non-derivatized form. 
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